SNlO/507,255 Page I of 69 May 1. 2007 STIC STN SEARCH 

» fll heap 

FILB 'HCAPLUS' CHTCREO AT 16: 36; SO ON CI MY 2001 

USE IS SUBJECT TO THE TERMS OP YOUR STN CUSTOHCR ASREEHENT. 

PLEASE SEE 'HELP USAGCTERHS" TOR DETAILS. 

COPYRIGHT CCI 2007 AHEftlCAU CHEMICAL SOCieTY (ACS) 

Copyright of the artlclss to which records in thla dauba«c caCer la 
hald by tha publiaticrs listed In tha PUBLISHER (PS) Clald (avallabla 
for racordfl publlihad or updatad tn CiMnlcal Abstcacti att«r Oecmbar 
26, 19961, unless otherwise Indlestcd In Che original publications. 
The CA Lexicon la the copyrighted intellectual property of the 
tha Anwrlean Cheaileal Society and la provided to assist you in searching 
databases on STN. Any dissenlnatlon, distribution, copying, or aterlng 
of this tnforwtlon, without the prior written consent of CAS, Is 
strictly prohibltad. 

VOL H€ ISS 19 
I (20OT0430/ED) 

Hew CAS InforiMtlon Use foUclea, enter HELP USAGETERMS for details. 

; Registry Numbers for easy and accurate 



,i p I! 



NODE ATTRIBUTES: 
DEFAULT HLCVCL IS ATOM 
DEFAULT CCLEVEL 15 LIMITED 



GHAPH ATTRIBUTES: 

RING IS I ARE ISOLATED OR 

NUKBER OF KODES IS 23 

STEREO ATTRIBUTES: NONE 



3i SEA FtLC-RCCISTRY FAH FUL L2 

SO SEA FIL^HCAPLUS ABB-ON PLU-ON L4 

253 SEA PILE-HCAPLUS ABB-ON PLU>ON L5 AND (PY<2003 OR PRY<2003 

OR AY<200a) 
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200S:599B0 HCAPLUS FUll-text 
M2il412G9 

Crystalline form of nategllnlde 
Frenfcet, Gustsvoi Gobm, Boazi Nlzel, SMmbU 
Israel 



Pat. Appl. Publ., 
5«r. No. 622, 90S. 
CODENt USXXCO 
Patent 
English 



91 pp.. Cent.-ln-part of U.S. 



PATENT NO. 



KIND DATE 



APPLICATIOH NO. 



DATE 



US 2005014836 
US 2004161089 
CA 2511152 
WO 2004067496 
MO 2004067496 

Hi AC, AG, AL, 
CH. CO, CR, 

ge, g», m, 



us 2003-746697 
US 2003-622905 
CA 2004-2S137S3 
MO 2004-0SB39 



20031224 
2003071 S <- 
20040113 
20040113 



EP 1511717 

R; AT, EE, CH, 
le, SI, LT, 
CN 1835912 
US 2007004604 
PRIORITY APPLN. INFO.: 



Al 20050120 

Al 20040916 

Al 20040812 

Al 20040812 

A9 20041209 

AM, AT. AU, A2, BA, BB, BG. BR, BW, BY. B2, CA. CH, 

CU. CI, OE, DK, OH, DZ, EC, EE. EG, ES. FI. CB. CD, 

HR, HU, ID, IL, IN, IS, JP. KE, KG, KP, KH, KZ, LC, 

LT. LU. LV, HA, HD, MG, MK. tW. MM, MX. HZ. NA. NI 

Al 20050309 EP 2004-701926 20040113 

DE, DK, ES. FR, GB, GR, IT. LI, LU, NL. SE, MC, PT, 

LV, ri. RO. MK, CY. AL, TR. BG. CZ, EE, HU. SK 



CN 2004-80005672 
US 2006-516363 
US 2003-442109P 
US 2003-449791P 
US 2003-4 79016P 
US 2003-622905 
US 2002-396904 P 
US 2002-4 13622P 
US 2002-4 14 I99P 
US 2002-423750P 
US 2002-432093P 
US 2002-432962P 
US 2003-622999 
HO 2003-US22375 
US 2003-693166 
US 2003-746697 
WO 2004-Osa39 
i procesaaa for their 



20040113 
20060905 <— 
P 20030123 
P 20030224 
P 20030616 
A2 200307IB 
P 20020718 <— 
P 20020925 <— 
P 20020926 <— 
P 20021105 <" 
P 20021210 <— 
P 20021212 < — 
Al 20030718 
A 20030718 
A 20031023 
A 20031224 
H 20040113 
preparation, as well 



Ileal formulations containing then and methods of attain: 
are provided. A process for preparing crystalline form of nategllnlde 
cwtipriaes the stepa of (a) preparing a solution of nategllnlde In Et acetate, 
(b) seeding the solution with nategllnlde crystals, and (c) recovering the 
crystalline form aa a precipitate The nategllnlde obtained la more than about 
99t pure. Poc example, nategllnlde (5 g) was diaaolved in acetonitrlle, 
acetone, or Et acetate at about 55' In over about 15 ain until a clear 
solution was obtained. The solvent was removed to dryness by evaporation at 
about 55*/20 to 30 nrnHg to give dry nategllnlde crystalline Form B. Also, 
nategllnlde Form Z wai prepared by treating 7.73 g of D-phenylalanine <PheOH) 
with 165 nL (3.5 equlv) of 3. SI NaOH at roora tesfierature to afford a clear 
solution of Che corresponding Ha-salt. A solution of neat crans-4- 
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Isopropylcyclohexanecarboxyl chloride (IPCHAC, 9.02 g, 1.01 equlv) was added 
to the solution of Phe-OH obtained above, over 3 nln, while stirring at roon 
teiaperature The rest of the IPCHAC in the tunnel was washed with toluene (1 
sd.) and added. The resulting mixture waa stirred for 1 h. and was treated 
with 101 HCl (32 mL) to adjust the pH to 3, while stirring. The nUture was 
stirred for 1 h, and filtered. The solid was washed with water (200 mL) and 
sucked well to afford 33.3 g of the laelst product, vhlch lost wilght after 
drying at 7e'/2.2 mbar (Assay 98.41, purity >991 , yisld B6I1 . 
IT 10StlS'04-4f, Nategllnlde 

RL: PEP (Physical, engineering oc chesilcal process)! PRP IPrepertles) i PYP 
(Physical process); KPN fJ^aeteCia pSMpa»timi;i THU 
(Therapeutic use); BIOL (Biological studyu W — ~ 
PROC (Process); USES (Uses) 

(preparation of crystalline Cocm of nategllnlde foe dosage fonts) 
RN 1058 16-04-4 HCAPLUS 

CN D-Phenylalanlne, N-[ |trans-4-tl-a«thylethyllcyclohexyllc»rbO(nyl)- (Q 
INDEX NAME) 

Absolute stereochemistry. 
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2004:203799 HCAPLUS f>AU.7.1tml^ 
140:241062 

Process for the fortsatlon of a crystalline polyMorphle 
form of nategllnlde 

Regurl, Buchl Reddy; Kadabelna, Rsjaaekhsr; 

Polavarapu, Srlnlvas 

Reddy' s Laboratories Limited, India i iladdy's 

Laboratories, Inc. 

PCT Int. Appl., 29 pp. 

CODEN; PIXXD2 

Patent 

English 



KINO DATE 



APPLICATION NO. 



DATE 



) 2004020396 Al 20040311 HO 2003-US326Seo 20030927 <— 

W: A£, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, BZ, CA, CH, CN, 

CO, CR. CU. CZ, OE, DK, DM. DZ, EC. EE, ES, FI, Gfl, GD, GE, GH, 

CM, HR. HU. ID. IL, IN, IS, JP. KE, KG. KP, KR, KZ, LC, LK, LR, 

LS, LT, LU, LV, KA, HD. HG, MK, Ml. KM, MX, HZ, NI, NO, NZ, OH, 

PC, PH. PL, PT, RO, RU, SC, SD. SE, SG, SK, SL, SY, TJ, TH, TN, 

TR, TT, TZ, UA, UC, US, UZ, VC, VN. YU, EA, ZK, ZN 

RH; GH. GH, K£. LS. MM, H2, SD, SL. 5Z. TZ, UG, ZH, ZH, AH. AZ. BY. 

KG, KZ, HD, RU, TJ, TH, AT, BE, SC. CH, CY, CZ, DG. OK. EG, ES, 

PI, FR, GB. GR, HU, IE, IT, LU. HC. NL, PT. RO, SE, SI, SK, TR. 

BF. BJ. CP. CG, CI. CM. GA, GN, GQ, GH, HL. HR, NE, SN, TD. TG 
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IN 2O02HA00631 
AU 2003262928 
US 200407772S 
PRIORITY APPLN. INFO.! 



20050304 
20040319 
200404 22 



IN 2002-HA631 
AU 2003-262928 
OS 2003-649380 
IN 2002-HA531 
WO 2O03-US2688O 



> described and its X-ray 



AB A crystalline polynorphie form of nategllnlde i 

diffraction pattern presented. 
IT t05$14'04-4P. Nategllnlde 

RL: PRP (Properties); RCT (Reactanc); SfU (Mjnth»ti« pt:^K»ti.MH 
I THU (Therapeutic use)» BIOL (Biological study); ntr 
a>sep«saeie^; RACT (Reactant or resgtntif USES (Uses) 

(process for the fetnstlon Of a crystalline polyaorphlc fee* of 
nategllnlde) 

RN 105616-04-4 HCAPLUS 

CH D-Phenylalanlne. N-I{CrBns-4-(l-aMthylethyl)cyelohexyl|carbenyI]- I 
INDEX NAHB) 

Absolute ateceoehesilstry. 



20020828 <— 

20030827 <— 

20030827 <— 

20020828 <— 
20030827 



0)21 
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2004:203709 HCAPLUS Ful l -t ext 
140:259085 

Preparation of nategllnlde Inclusion coniplexes with 
cyclodextrtns and their use In phacnaceutlcal 

cotnpositlons 

Nlu, Zhanql; Hang, Llfang; Chen, Yujie; Shen, Don^ln 

Zhongql Pharmaceutical Technology (Shl)laihu«ng) Co., 

Ltd., Peop. Rep. China 

PCT Int. Appl.. 19 pp. 

CCXIEN: PIXXD2 

Patent 

Chinese , 
1 



PATENT NO. 



KIND DATE 



APPLICATIOH HO. 



DATE 



MO 2004019989 Al 20040311 WO 2003-CN707 20030822 <■ 

H: AE, AG, AL, AM, AT, AU. AZ, BA. BB, BG, BR, BY, BZ, CA. CH, CO, 

CR, CU, CZ, OE, DK, DM, DZ, EC. EE, ES, FI, GB, CD, CE, CH, CM, 

HR, HU, ID, IL, IN, IS, JP, KE. KG, KP. KR. KZ, LC, LK, LR, LS, 

LT, Ul. LV, KA, HO, HC. HK. HN. HH. HX. HZ, NI, NO, NZ. OH, PC. 

PH. PL, PT, RO, RU. SC. SO. SE. SC. SK. SL. SY. TJ, TH, TN, TR, 

TT. TZ. UA, UG, US. UZ. VC. VN. YU, ZA, ZH, ZH 

RM: GH, GH. KE, LS, HM. HZ. £0. SL. SZ. TZ. UG. ZH. ZH. AH. AZ, BY, 

KG. KZ. HO, RU, TJ, TH, AT. BE, BG. CH, CY. CZ. OE, DK, EE, ES, 

PI. PR. CB. CR, HU. IE, IT. LU, HC. NL, PT, RO, SC. St. SK, TR. 



3 



4 
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AU 20OJ2S&1JO 
PRIORITY APPLN. IMFX5.: 



BP. BJ, Cr, CG, CI, CM, CA, GN, 



, GH, KL, MR. NE, 5N. TD. TC 



20020827 <" 
20030822 <<■♦ 
A 20020821 
W 20030622 
t of nat*gllnldo, 



CM 2002-132321 
AO 2003-255130 
CN 2002-132321 
WO 2003-CWJ07 

Th? Invention relates to preparation of inclusion coinple; 
contdtnlnq nateqllnide and P-cyclodaxtrin and Its derivates; particularly to 
nategl mtde-p-cyclodextrin inclusion coinplexos. Th« preparing process 
cocnprlsos «aturated solution method, ultrasonic method and grinding method. 
The Incttiilon cocnplexes obtained have high stability and can be used in the 
manufacture ol pharmaceutical formulations of nategllnlde. for example, 
nateglinlde-P-cyclodextrin (1:21 inclusion conplax pr*par«d by grinding th« 
mixture of 10 mL nateglinide (3. 0031 mol) ethanol soluclon and ^g P- 
cyclode;^trln (0.0062 noli, was Incocpocated Into tablets tog* Ch«r with starch, 
crossl inked CMC and nagnaslum acaarate. 
*4»OI7-90-5f 

RL: PRP (Properties); SVW (SfntbmtiQ pra^*r»tiM) t_7WJ 
(Therapeutic use); BIOL (Blolo^icai Study); 
USES (Uses) 

(phaimaceutical conpna. containing nateglinlde inclusion complexes wit)) 
p-cyclodextrin atid it* derivs.) 
669031-90-5 HCAPLUS 

D-Phenylalanln«, M-l [trans-4« (l>methylethyl)cycIohexyl Icacbonyl)-, conpd. 
wltti P-cyclOdsxttin (3:1) 19CI) tCA INDEX NAME) 

CM 1 



.ereocheinlstry. 



US I 



Absolute stereoeheMlstry. 
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^OH HO'*'^/* Oh 



1 \ 



IT iaS01C-M-J, Nateglinlde 

RL: RCT (Resctant); RACT (Reaccant or reagent) 

(pharmaceutical compns. containing nateglinlde Inclusion complexes with 
P-cyclodextrln and its deriva.) 
W IO5B16-04-4 HCAPLUS 

CN D-Phenylalanlne, M- [ | trans-4 -i l-«ethylethyl) cyclohexyl ) carbonyl 1 - (CA 
INDEX NAME) 

Absolute steteochenlstcy. 



£021 



IT l05tie-04-4Dr, Hateglinide, complexes with hydroxyprepyl 
P-cyclodextrln (*9<lf7-91-€P f€90$7'»2-7P 
tS»0»J'»3-tf Sr0O«7-94-9F tf90$7-95-0f 
*t90BB-00-0? 

RL: mt CJjrnUieClo pc^^iMtlm) I THU (Therapeutic use); BIOL 
tBioioglcal study); PMP ffr^Armtion) t USES (Uses) 

(pharaaceutlcal compna. containing nateglinlde Inclusion complexes with 
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P-cyelod«xtrln and its dsrivs.) 
m 105816-04-4 HCAPLUS 

CM D-Phenyialanlne, N-( (trans-4- (l-roethylethyljcyclohexyllcarbonylj - ICA 
INDEX NAME) 

Absolute stereochemistry. 



RH «C90ei-»l-6 HCAPLUS 

CM D-Phenylalanlne, N-(Itrans-4-ll-iMthylethyl)cyclohej[yllcsrbonvl]-, 
with p-cydodextcin (2:1) (9CI) ICA INDEX NAME) 



Absolute stereochemistry. 



Ph- 

l02\ 



Absolute stereeeheailstcy. 
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RN 669067-92-'? HCAPLUS 

CN D-Phenylalanine, N- | (trans-4-(l-aMthylethyl)eycloh«xyl]csEbonyl]-, « 
with 2A, 2B, 2C. 2D, 2E. ZF, 2G, 6A, 6B, 6C. 6D, «E, 6F. 6<:-t*Cradees-0-methyl-p- 
cyclodextrln (1:11 (9CI) (CA INDEX NAME) 

CM 1 



M>solute stereochemistry. 



C021 



CH 2 

CRN 51166-71-3 
CKF CS6 H9S 035 



7 
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Absolut* at*E«och«Bilstry. 
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Aba«lui« st«r«och«ailatrY. 





HvOi—^R HaO 0M» 



6690BT-93-B HCAPLUS 

D-Ph«nylalmnln«, [ | t.r3ns~4' (l-raethyl«thyl )cycIoh«xyl ] carbonyl 1 ~> cc 
wlch2A,2B,2C,20,2E,2F.2C.3A,3B,3C,30,3C,ir,3G.6A,efi,eC,<D,«G,SP,«G- 
h«tMlcesa-0-Mthyl-p-6yclodaxtcln llttl (9CI) ICA INDEX NAIfC) 



M>solut« at«r«och«iniBtry. 



669087.94-9 HCAPLUS 

D-Fh«nylal«nln«, N- 1 1 tran9-4- ( l-n«thyl«thyl tcycleh«xyl]ca£bonyl)-, a 
with 2A, 2B. 2C, 2D, 2E, 2F, 2G, 6A, SB, 6C, 6D. «E, 6F, eC-tatradaea-O-athyl^ 

cyclodextrln (1:11 (9C11 tCA INDEX NAHC) 

CM 1 



Abaoluo ataraoehaMlatry* 
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Abaolut* at«r«ochemlatry. 



Abaolut* at*r«och*Blatcy. 



Abaolut* at*r«oett*ail«try. 



C02 



RN «690B7-93-0 HCAPLUS 

CH t}-Ph*nylalanln*, N- [ { tr>na-l- ( 1 -Mthyl«thyl I eyelohaxyl ] csEbonyl ] -, 
with 0-cyelodaxtrln (Itl) {9CII CCA INDEX NANE) 




6«90S8-00*0 HCAPLUS 

D'PhanyU lanln*. N- 1 1 Cr«n»-l - { 1-iwthylathyl) eyclah*xyl | cacbonyl ) - , 
wi th 2A, 2B, 2C, 20. 2G. 2F, 2G;1A. 3B, 3C, 30. 3E, 3F, 3G.«A. 6B, 6C. 6D. 6E, 6F, C 
h«n*lee«a-0-*thylH>-cycled*xcrln (1:11 <9cn (CA INDEX NA»£) 



11 



12 
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CRN 111689-01-J 



CHP Cfl4 HI 54 035 
Absolute ataraochamlstry. 




bee 



Misolut* ■tcreechamlacry. 
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2004:162326 HCAPLUS rutl-tgxt 
t40:199-|IS 

Synth«ils «nd purlf iMtton of nat«9Untd* 

Nalk. Samlr Jalv^nt; Kulkarni. Pranila Vl]ayj Calkwa 

Nandkunar Baburao; Sawant. Hangeah Shlvran; Bhlrud, 

Shakhar; Batchu, Chandraaakhar 

GlaniMrk Pharmacauticala Linited, India 

per Int. Appl., 2B pp. 

COOENi PIXXD2 

Pattnt 

English 



PATENT HO. 



KIND DATE 



APPLICATION HO. 



) 2O03-IB32')0 



DATE 

20030812 <" 



MO 2004018408 Al 20040304 

HO 2004018408 A8 200M3IO 

H: AE, AG. AL, AM. AT, AU, AI, BA, BB, BC. ER, BY. EZ, CA, CK. CN, 
CO. CR, CU, CZ, OE. DK. DH, DZ, EC. EE, ES. Ft. GB, CD. GC. GH, 
GM. HR. HU, to. IL. IK, IS, JP, KE. KG. KP. KR, KZ. LC. IK, LR, 
LS. LT. LU, LV, HA. MO. MG, MK, KN. MX, HZ. NI. NO. HZ, OH. 

PG, PH. PL, PT. RO, RU, SC. SD. SE. SG, SK. SL. SY, TJ, TM, TN, 
TR. TT, TZ. UA, UG, US. UZ, VC. VN, YU, 2A, ZM. 2H 
RH: GH, «. KE. LS, MW, HZ, SO, SL. SZ. TZ, UG, ZM. ZM. AM, AZ, BY. 
KG, KZ. MD. RU. TJ, TM, AT, BE, BG, CH, CY. CZ, OE. DK, EE, ES. 
FI, FR, GB, GB, HU, IE, IT, LU, MC, KL, PT. RO, SE, SI, SK, TR, 
BF, BJ, CF, CO, CI, CM. GA, GH, GO, CW, ML, MR, NE, SN, TD, TC 
IN 2002MU00173 A 20040605 IN 200Z-KU773 20020326 <— 

AU 20032633S6 Al 20040311 AU 2003-2533B6 20030B12 <-- 

PRIORITY APPLH. IMFO. : IN 2002-HU773 A 20020926 <-- 

WO 20O3-IB327O W 20030B12 

OTHER SOURCE(S)i CASREACT 140:199745; HARPAT 140:199745 

AB N-Ktrans-4-lsopropylcyclohaxyllcarbonylt-O-phenylalanlna (natagllnlda) was 
prepared by reaction of trans-l-iaopropylcyclohexylcacboxyUe acid with an 
alkyl chloroformate in a kaconle solvent in the presence of a base at -20 Co 
30*C and reaction of Che nixed anhydride product with an aqueous alkali salt 
solution of 0~ptienytalanin«. An exmpl* shows th« synthesis Of nat«9linid* by 
using triethylamlne and Et ehlorofotmate in acetone {97* pure fellewln9 NPLC). 
IT 10S«I<-04-<7. Nate<3llnlde 

RL: ZKT (ZintaMtrUX aamif aatvxe/ ; PtBI fParUioatlan or 
neovwcrf; STK (Syntbmtie px^trmtioaj : FttMP 
(VMpaxatloa; 

(synthesis and purificaclon of nategllnide) 
RN I0S816-04-4 HCAPLUS 

CN D- Phenylalanine, H-Hcrana-4-(l-ioothylethyll cyclohexyl Jcarbonyl] - (CA 
INDEX NAME) 

Absolute stereochemistry. 
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SOURCE: 
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2004:80637 HCAPLUS FUll-fXt 
140:151932 

Preparation of polymorphic forms of nataglinlde 
Yahaloral, Ronit; Shaplor. Evqeny; Dolltzky, Ben-zlon; 
Gozlan, Ylgael; Gone, Boaz 

Teva Phaniiaceutlcal Industries Ltd., Israeli Teva 
Pharmaceutical Usa, inc. 
PCT Int. Appl., 130 pp. 
CODEN: PIXXI>2 
Patent 
English 
: 4 



HO 2004009532 

W: AE, AG, AL, J 
CO, CR. CU. t 
GM, HR, HU. : 
LS, LT, LU, 1 
PG, PH, PL. I 
TR, TT, TZ, I 
RW: GH, GM, KE, 1 
KG, KZ, MD, I 
Ft, FR, GB, < 
BF. BJ, CF, ( 

US 2004152782 

US 6B61SS3 

CA 2492«44 

AU 2003253971 

US 2004116524 

US 7148376 

GP 1467964 

Ri AT, BG. CH, I 
IE, SI, LT, 1 

US 2005014949 

US 2005075400 

CN 1723190 

JP 2O06SU614 

CA 2513753 

HO 2004067496 

HO 20040674 96 

H: AC, AS, AL, J 
CM, CO, CR. I 
GC, GH, GH, I 
LK, LR, LS, I 

CP 1S11717 

Rt AT, BE. CH, 1 
IE. 51. LT. 1 

CM 1635912 

US 2007004804 
PRIORITY APPLN. IHFO.: 



DATE 

2004 0129 
r, AO, AZ. 
DK, DM, 
IN, IS. 
MD, MG. 
3, RU, SC. 
3, US, UZ, 
HZ, SD. 
I, TM, AT, 
J. IE, IT, 
[, CM. GA, 
20040805 
20050301 
20040129 
20040209 
20040617 
20061212 
20041020 
C, ES, FR. 
[, RO, MK, 
20050120 
20050407 
20060118 
20060406 
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US 2003-614266 

CA 2003-2492644 
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JP 2005-505521 

CA 2004-2513753 

HO 2004-USS39 
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, DH, 
IN, IS. JP, 
KD, NG, MK, 

EP 2004- 
GB. GR. ' IT, 
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OS 2006- 
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OS 2002- 
US 2002- 
US 2002- 



BR, BH, BY, 
EE, EG, ES, 

KE, KG, KP, 
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414199P 
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SN, TD. TG 
20030703 <— 
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200307 15 <— 

200307 IB <— 
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HU, SK 
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20040113 
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SE, MC, PT, 
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20021210 < 

P 20021212 <— 

P 20030123 

P 20030224 

P 20030616 

A 20030703 

P 20020703 <~ 

A 20030718 

Al 20030718 

W 20030718 

A 20031023 

A 20031224 

H 20040113 



US 2002-4 32093P 
US 2002-4 32962P 
US 2003-442109P 
US 2003-449791P 
US 2003-479016P 
US 2003-614266 
US 2002-3934 95P 
US 2003-622905 
US 2003-622999 
HO 2003-US22375 
OS 2003-693166 
US 2003-746697 
HO 2O04-US839 

AB The invention discloses the preparation of 26 characterized forms of 

nategllnWe I'oms A. C, D, F, 0, I, J. K. L. M. N. O, P, Q, T, U, V. Y, a. p. 
y, S, B, 0, 0 and 

Q) . Host of the forms are solvates (with the exception of forms L, P, U, a, S 
and «} - Polymorphic forms ate characterized by their wp, DSC, XRPD. FTIR; 
form interconvecsion is also discussed. For example, D-phenylalanlne Is 
reacted with trans-tl4- (isopropyl)cyclohexanee)carbonyl)chlaride (i. NaOHaqj 
11. H2504). The wet cake of nategllnide is dissolved In CtOAc, the aqueous 
phase Is removed and the resulting solution heated to 50* under reduced 
pressure and added to hot heptane. The resulting solution is cooled and 
seeded with the B-£orm to afford the S-form (331 yield). 

IT i9Sttt-04-4r, Nategllnide 

RL: PEP (Physical, engineering or chemical process); PYP (Physical 
process); RCT (Reactant); «Ftr /«yitthetie pxaparstleD; ; THU 
(Therapeutic use); BlOt (Biological study); FM» (fimpmsmtimU i 
PROC (Process); RACT (Reactant or reagent); OSES (Uses) 
(preparation of polymorphic foims of nategllnide) 

RH 105816-04 -4 HCAPLUS 

CN 0-Ph«nylaUnlne, N-I(trans-4-ll-SMthylsthyl)cyclohexyl)carbonvl)- (CA 
INDEX NAME) 

Abtoltit* stereochemistry. 



Ph-'^^J^'^^ ^ 

(o2H % 



2a5tl«-04-4SP, Nategllnide, polymorphs S31333-42-3F 
MSMJ-4J-4P f51353-44-SP t31353-45-SP 
ai33S-4t-7P tS1353'47-lf t31353-4$-9f 
<91J9J-4f-aP f31353-50'3r «31353-91-4P 
C5U5J-S2-5P *5l35S'S3'«r 431333-84-79 

RL: PEP (Physical, engineering or chemical process}; PYP (Physical 
process); SFH (Mfatimtim p*tpm*mti»a) i THU (Therapeutic use); 

BIOL (Biological study); HOF tr^ve^tiaajf PROC (Process); 
USES (Uses) 

(preparation of polymorphic (onas of nategllnide! 

105816-04-4 HCAPLUS 

D-Ph«nylalanin«. N-([trans-4-(l-fflethylethyl)cyclohexyl]earbonyll- (CA 
INDEX NAME) 
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Absolut* «t«r*oeh«iKlatry. 



RM 451353-42-3 HCAPUIS 

CN D-PhMvlaljnln«, |t»aa-4-<l-Mthyl«thyl)eycIoh«xvl]cBrbanyl |>, 
with Mthanol IKtl ICA INSex KAHEl 



Abioluts stvraochMlstry. 



C02I 



RN 6513S3>43-1 HCAPLUS 

0» D-PhenylaUnln«. N-I ttrans-4>(l'Bwthylathyl)cyclohexyl)«rl>onylt-, 
with sthanol (9CIi <CA INO£X NAME) 



Absoluts st>i«oeb«ml«try. 
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CS13S3-44-S HCAPLUS 

O-PhenyUlan In*, N- ( | trans-4 - ( 1 -nwthylvthyl I cyelehcxy 1 ) carbonyl ) 
with 1-butanol C9CII ICA INDEX HAKE) 



Absolut* st*[*ochw*lstry. 



C02I 



■]c— em— cKt— cm— OR 



651353-45-6 HCAPLUS 

0>Ph*nylalantn*, N> | ( t rans*4'> ( l-in*thyl*thYl ) cyeloiwxyltcarbonyl] 
with 1-propanal |9Cn |CA INDEX KAHE) 
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CRN 105816-04 -4 
cm C19 HIT N 03 

Absolut* st*r*och«ailstry. 



C02I 



lie— Cil— CiJ— OS 



DH 651353-4 6-7 HCAPLUS 

CN D-Ph«nyUlanlna, N-t Urans-4- (l-sMthyl*thyl>cyclah«xyl|carbonyl 
with N,N-dliMthylac*taBld* {9CII ICA INDEX HAHEI 



Absolut* st«r*ech*«ilatry. 
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RN 651353-47-e HCAPLUS 

CM D-Fh*nyUlanln*, N-t|trans«'4-(l-in«thyl«thyltcycloh*xyl]carbenyl]-, conpd. 
with l-mthyl-2-iiyrrolidliion* (9CII <CA INDEX NAHEI 



Absolut* stflHOchemistry. 



651353-48-9 HCAPLUS 

D-Phanylalanln*, N- [ (tcans-4-< l-inathyl«thyl|cycloh«xyl) carbonyl)-, 
with K.N-dimothylfocmainld* {9CI) (CA INDGX NAHEI 



Absolut* st*r«ochcmistry. 



CM 2 

CRN «e-J2-2 
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CHF C3 H7 N O 



SNlO/507,255 Page 22 of 69 May 1, 2007 STIC STN SEARCH 



-L-CHbO 



651352-49-0 HCAPLUS 

D-Ph«nyialanlne, H-( ltc*n3-4-ll->i>«t>>yl«thYl Icyclohexyl id 
with 1.2-dlonthoxyat.han* (9CII (CA IKOEX KAHEI 



Abjoluta atBr«ocheinistrY< 



o 



C02I 



6513S3-51-4 
D-Ph«nyl»lan; 



M>soiut« itvcvoclivmlstry. 



6513S3-50-3 HCAPLUS 

D-Ph«nyl alanine, H-l [trana-4-(l-nathylethyl)cYeloh«xyI Icarbonyl)-, 
with diamthylb«n2«n« (9CII (CA INDEX NAHC) 



Absolutfl stsrsochemlstry. 



ZOZi 
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Absolute aceraochemlstry. 



C02I 



691353-52-S HCAPLUS 

O-Phanyla lanina, N- 1 1 tr«n«-4 - ( 1-Mthy lathyl ) cyclohexy 1 1 eacfaonyl | •■ , 
with l,2-diehlor<Mth«ne (KI) (CA INDEX NAHB) 
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RN 6S13S3-S4-7 HCAPLUS 

CM D-Phanylalanin*. N-(|trans-4-(l-inBthylathyl)cyclohaxyl|cBrboiiyl)-. conftd. 
with haptan* (9CI) (CA INDEX »IAME) 



Abaoluta starvochemiitry. 



CI— cix-eaj.cl 



RN 651353-53-6 HCAPLUS 

CN D-Phanylalanlne, K-1 |tran9-4-(l-lB«thylethylJcyclohaxyl Icarbonyl)-, 
with tCichlotOMChan* {9CI) (CA INDEX NAHE) 



tolut* atereochemlstcy. 



C02I 



Cl-b«-C. 



H*— tcajIS-H* 
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2004:414 31 HCAPLUS Full-taxt 
140:94292 

Process for preparing natvgllnlde and Its 
intermediates 

YabaloBl. Ranit; Shaplco. Evgeny; DoLiCzky. Btn-zlon; 
Gozlan. Yigael 

T«va Phanuceutlcal industries Ltd., Israel; Teva 

Phacnaceuticals Uaa, Inc. 

POT Int. Appl.. 31 pp. 

CODEN: PIXX02 
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HO 20040OS24O Al 2004011S HO 2003-U52123S 20030703 
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CO. CR. CU, CZ. DE, DK. DM, OZ, EC, EE, ES, FI. GB, CD, CE, GH, 

GH, HR. HU, ID, IL. IN. IS, JP, KB, KG, KP. KR, KZ. LC, LK, LR. 
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CASREACT 140:94292 

AB A proc«ss for th« preparation of nategllnld* Involves converting tran«-4- 

Isopropylcyclohaxanvcarboxyllc acid Into the acid chloride by reaction with 
tKionyl chloride In the presence of an organic amide and acylatlon of a 
suitable salt of D-phenylalanlne with the acid chloride in a single or two 
phase •ysteei or in wjtnc free of a co-solmnt. 
IT ie9«lC-04-4P. Nategiinlde 

RL: ZKT (tadamtii^l mtnu£Metaxmi s MTU (Mrtt^tiv 
pt^m-xtttoa.) ; mXF <Pcegp«raCioa/ 

(process foe pc«p*r«tion of nateglinlde) 
RN 105816>04-4 HCAPUJS 

CN D*Phenylalanln«, H-( [trans-4-ll-flwthyl«thyl)cycloh«xyl)carbonvll- |CA 
INDEX NAME) 

Absolute st«r«ocheMlstcy. 



C02I 



RL: PRP (Propertiea) 

<pcopertles of nateglinlds hydutc) 
1 73663 -a 9- 9 HCAPLUS 
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, hydrat* 
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Process for the preparation of a crystal polymorphic 
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AB Novel polymorph Form C of H-(traiis-4-lsoprapylcyclohexylcarbonyl t-0- 

phenylalanine (t; I.e., nateglinidel is produced having ■ different IR 
spectrum and X-tay diffraction patterns (prvssnted) from prtvloualy known 
fonns of I . ' 
IT 105flIf-04-4P. Nateglinide 

RL: 2Mr fZn^strlal ■umfaetoMj; PEP (Physical, engineering or 
cheMlcal process); PRP (Properties); PYP (physical process); PKZP 
prepare tieoi; PROC (Procesal 

(process for the preparation Of • crystal polymorphic form of 
N - ( tran s-4 -IseprepyleyclohexyleaEbonyl ) •0-phenyla lanlnt (nstagl In id* | ) 
RN 105816-04-4 HCAPLUS 

CN D-phenylalanlne, M-ntrans-4-(l-MthylethylleyelohMyl|carbonylI- (CA 
INDEX NAME) 

AbsolHCe stereochemistry. 



B^' 

C02I 
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PRIORITY APPLN. INFO.: JP 2002-111963 A 20020415 <— 

HO 2003-JP4Ca« H 20030414 

AB A type crystal (powder X-rsy diffraction main peeksi 4.4*, 5.2*, IS. 7*, 18. S* 
(2 theta)), H type crystal (powder X-ray diffraction main peaksi 6.0*, 14.2*, 
15.2*, 10.8* (2 theta)), and p type crystal (powder X-ray diffraction main 
peaks: 4.8*. S.3*, 14.3*, 15.2* <2 theta)) of nategllnide. which are all novel 
crystals, can be prepared by a method conprlalng dissolving nategllnide In a 
solvent exhibiting high solubility tor nategllnide and then adding a solvent 
exhibiting poor solubility for nategllnide or dissolving nategllnide In a 
mixed solvent comprising a solvent exhibiting high solubility for nategllnide 
and a solvent exhibiting poor solubility for nategllnide and than cooling the 
resulting nategllnide solution to precipitate crystals, subjecting the product 
to filtration, and then drying at a specific teigperature Nategllnide Is a 
known antidiabetic. 

IT tOSti9-04'4P, Nategllnide 

RL: PRP (Properties); PUR <Vnriri<satloe 
(Therapeutic use); BIOL (Biological study); 
USES (Uses) 

(preparation of A, H, and P type nategllnide crystals by cryatalllxation 
from mixture 

of solvents) 
RN 105616-04-4 HCAPLUS 

CN D-Phenylalanlne, H-[|trana-4-(l-mathylethyl)eyelelMixyl|cazbonyl|'' (CA 
INDEX NAHE) 

Absolute Stereochemistry. 
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CA 2476599 Al 20020918 CA 2003-347B599 20030310 <— 

AU 2003214U2 Al 20030922 AU 2003-214112 20030310 

EP HB3232 Al 20041208 EP 2003-709169 20030310 <— 

R: AT. BE, CK, DE. DK, tS, FR. GB. GR. IT. LI, LU, NL. SE. HC. FT. 

IE, 51, LT, LV. ri. RO, KK. CY, AL. TR. BC, CZ. EE, HU. 5K 

8R 2003008316 " 

JP 2005519949 
CN 1642904 
US 2005234129 
PRIORITY APPLN. IKPO.: 



20041228 
20050707 
20050720 
20051020 



BR 2003-8JI6 
JP 2003-574 615 
CN 2003-805803 
US 2004-S0725S 
OS 2002-363178? 
HO 2003-EP2447 



20030310 <— 
20030310 <" 
20D303I0 <— 
20040928 <•• 
20020311 <— 
20030310 



AB Th« invsntlon c«Ut«a to salts of natsgllnld* hiving sptclfivd preporclea 

ta.pa.. solublllcl«s, X-ray diffraction pattarna) for uao In phacnaceutical 
cenpna. for provantlng or troatlng dlabotoa, eardlovaacular dlaaaaos. etc. 
Natagllnlda Na, K. Ca, Mg, N-Mthyl-0-glucanln«, TRIS. lyalna, and aanontum 
salta ware praparod and th«lr pcoportlas cafaulatad. 

IT tOS$tt-a4'4, Hacagllnlda 

RL: PRP <Prop«rtl««}t RCT (Roaetant); RACT (Raactanc or raagont) 
(prapacaclon and propactlaa of natvgllnlda saltal 

RN 105816-04-4 HCAPLU5 

CN D-Ph«nylalanln«, N-( [trana-4-(l-n«thylathyl)cyelohoxyl)carbonyl]- (CA 
INDEX NAME) 

Abaoluta atoraociMPtlatry. 



COZI 



SltMJ-JI-4P 992313-32-5r 

SMf jr-«S-V M4*J7-«C-2r 5*4U7-«7-lP 

RL: PRP (Proporclos); SW /qratteUo pxapaxati«a/i wm 
fVnpazaeioaJ 

(preparation and proporclaa of nataglinlda aalca) 
592523-31-4 HCKPLU5 

D-Ph«nylalanlna. N-IItrana-4-(l-in«thyl*thyl|cyeloh«xyl|carbenyl|-, cenpd. 
with l-daoxy-l-dwthylaailnol-D-glucltol (1:1) {9CI) ICA INDEX KAMI 

CH 1 
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itaochemiatry. 



59:523-32-5 HCAPLOS 

D-Phenylalanlne, M- \ [trana-4-(l-roBthylathyMcyclohexvllcarbonyll coroj 
with 2-ainlno-2-thydroxyaMthyll-l,3-propanedlol fl:l) (9CIt (CA INDEX 
NAMEl 



Ataaolut* stactochemlai 



Absolute atereoehanilstty. 



^{n-cHj-OI 
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RN 592524 -2 1-e HCAPLUS 

CN 0- Phenyl alanine, K- ( ( trans-4- C-methylothyl (eyelohoxyljcarbonyll -, 
with L-lyalna tlil) (901) (CA INDEX NAHE) 
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Abaoluta atatraochemlstry. 



Ph-''^' 
C02I 



Abaoluta ataraocheailatry. 



C02J 



RN 594837-87-3 KCAPUtS 

CN D- Phony la lanlna, N- [ |trana-4- ( 1-awthylothyl) cyclohoxyl] earbooyll -< 
salt (2:1) (9CI) (CA INDEX NAME) 

Abaoluta staraechamlstry. 



Pb' 5^' 



,vCr"-' 



Abaoluta ateraochaiaiatry. 



X' 



RN 594837-85-1 HCAPLUS 

Cii D-Phanylalanin«, N-( ttrans-4-{liMthylethyl)eycloh«xyl)cazbonyl]-, 
monoaodiian salt (9CI) (CA INDEX NAME) 

Absolute atereochanlatry. 



C02I 



RN 594837-89-5 HCAPLUS 

CN D-Phonylalanlne, H-||trans-4-(l-aiethylothyllcyeloh«xyl]carbonyl]-, 
asnonltuB salt (9CI) (CA INDEX NAME) 

Abaoluta atecaochamlatry. 



REFERENCE COUNT: 



RN 594837-86-2 HCAPLUS 

CN D-Phenylalanln«, N-( (ttana-4- II -nethylethyl)eyeloh«xyl)carbonyl ] -| 
nonopotaaalum salt (9CI) (CA INDEX NAME) 
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ACCESSION NU>fBCn: 
DOCUMENT NUMBER: 
TITLE: 



HCAPLUS COPYRIGHT 2007 ACS on STN 
2003:76736 HCAPLUS Full -text 
138:137033 

Oxidative procesa and catalysta for the nanufactur* of 
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INVENTOR I SI : 
PATENT ASSIGNECCS): 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

PAHILY ACC. NUH. COUNT I 
PATENT INPOflHATIOK: 

PATENT NO. 



para-aub«titut«d bwnzotc acldi fee 
cerr«8pondln9 ald«hydea 
GlrgU. Kleh««l John: Shvkhar, R«tna 
Hovartla AG.Swltl. 
PCT Int. Appt., 19 pp. 
CODEN: PIXXD3 
P«t«nt 
English 
I 



KIND DATE 



APPLICATION NO. 
HO 20O2-US22e31 



DATE 

20020116 <-- 



HO 2003006367 A2 20030)30 

HO 2003008367 A3 20030410 

H: AE, AG, AL, AH, AT, AU, AZ, BA, BB, BG, BR, BY. BZ. CA, CH. CN, 

CO, CR, CU, C2, DE, DX, DM, DZ, EC, EE. ES. FI, CB. GD, CE, GH, 

CM, HR. HU, ID, IL. IN, IS, JP, KG, KG, KP. KR, KZ, LC, LK, Lft, 

IS, LT, LU, LV, HA, KO, HS. HK, HN, HH, HX, HZ, NO, NZ, CM, PK, 

PL, PT, RO, ItU, SO, St. SC. SI, 5K, SL, TJ. TH, TN. TR. TT. TZ. 

UA, UC, US, UZ, VH. YU. ZA, ZH, ZH 

RHs GH. GH, K£, LS, m. NZ, SO. SL, 5Z, TZ, UG. ZH, ZH, AH, AZ. BY. 

KG. KZ, KD, fO). TJ. TH, AT, BE. BG. CK, CY, CZ, OE, OK. EC, ES. 

n. FR, CB, GR. IE, IT, LU, HC, NL, PT, SE. 5K, TR, BF, BJ. CF. 

CG, CI, CM, GA, at. GO, GM. ML. KK, NE, SN, TD, TC 

US 2003023115 Al 20030130 US 2002-196600 20O2071S <-- 

US 6740776 82 20040525 

AU 20023 136S1 Al 20030303 
PRIORITY APPLN. INK).: 



20020716 <" 
20010716 <" 
20020716 <— 



AU 2002-3136S1 
US 2001-30S64BP E 
HO Z002-US22631 t 
OTHER SOURCCIS): CASREACT 136:137033; HARPAT 138:137033 

AB A low>t<inperatur« process for pieparlng ttomatlc acldt 4- (R1R2CHIC6H4C02H [Rl, 
R2 - H, Cl-e (un)br«nched alkyl, cycloilkyl; 4 -Ivopr^lbvnzolc acid] 

comprises oxidising the corresponding aroinatle aldehyde 4- (R1R2CH)C6H4CK0 
{e.g., 4-laopropylb«nz«ld«hyde) with a gas having an oxygvn content of 1-1001 
at 20* to <100* in the presence Df a supported Group VI t I iwtal catalyst 
(e.g., Pt/CI, and using a solvent having a flash point >95*C and/or a n.p. 
<55*. provided that the flash point Of the solvent is greater than the 
reaction t«nip«rature 
IT l099tf-04-tP. Nategllnide 

{preparation of) 
RN 105816-04-4 HCAPLUS 

CN D-Ph«nylalanln«. N-I {trans-4-tl-methylethyl)cycloha)tyI (carbonyl |- ICA 

INDEX NAME) 

Absolute stereochemistry. 



L18 ANSWER 11 OF 34 HCAPLUS COPYRIGHT 2007 ACS on STN 



SNlO/507.255 Page 34 of 69 May 1. 2007 STIC STN SEARCH 



ACCESSION NUHBGR: 
DOCUMENT NUHBER: 
TITLE: 

INVENTOR (S): 



2003:62632 HCAPLUS Full-t»Xt 
138:73015 

Synthesis process for trsns,-4- 
iaopropylcyel^exanccarboxy'llc acid 
Gu, Lianquan) An, Linkun; Ka, Lini Cuo, Xtndong; 
Huang, Zhlshu 

Zhongahan Univ.. Peop. Rep. China 
Faming Zhuanll Shenqlng Gongkai Shuoningahu, 6 pp. 
CODEN; CNXXEV 
DOCUMENT TYPE: Patent 
LANGUAGE: Chinese 
FAHILY ACC. NUH. COUNT: I 
PATENT INFORMATION: 

PATENT NO. 

CK 1319583 
PRIORITY APPLN. INFO.: 

OTHER SOURCE (SI: CASREACT 138:73015 

AB The process eonprlses hydrogenating eumlc acid in acetic add in 
of Pt02. recovering solvent, treating with 10-3SI inerg. base (si 
Ba(0K)2, HgtOHlZ, KOH, or NaOH) solution at 50*150* tor 10-20 h. neutralliing 
with HCl to pH 2, erystailicing, filtering, and roerystg. in nethanol. 
IT 10SfllC-M-4P, Hategtlnlde 

RL: mo (Vtepacatiso, oaolassiflodj ; fmP (fn^Attrntimit 

(synthesis of trans-4-lsopcopylcycloh«XBn«c«rboxylic acid as 
IntenKedlate for nategllnide) 
RN 105816-04*4 HCAPLUS 

CN D-Phenylslanlne, N-Cltrans-4-(l-mthylethyl)cyeloh«xyl|carbenyl)- tCA 

INDEX NAME) 



KIND DATE 



APPLICATION NO. 



DATE 



200U031 



I the presence 



Absolute stereochemistry. 



C02I 
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ACCESSION M 
DOCUMENT NU 
TITLE: 

AUTHOR IS): 

CORPORATE j 

SOURCE: 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE: 



2003:30017 HCAPLUS FUH-fXt 
139:210299 

Study on separation of cis-iso«Mr of nategllnide by 
high-pressure liquid chrenategraphic BMthod 
Yan, Xlaoyan; Hu, Xin; Cao, Ouoylngi Ha, Xiaoreng; 
Yin, Ql 

Beijing Hospital, Ministry of Public Health, Beijing, 
100730, Peop. Rep. China 

Zhongguo Yaoxue Zazhi [Beijing, China! (fOOr 

), 37(6), 444-446 

CODEN: Z¥ZAEU> ISSN: 1001>2494 

Zhongguo Yaoxue Zazhishe 

Journal 

Chinese 
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AB A high-prossure liquid chroraatog. method for the Separation of cls-lsomer of 
nategllnide was established on Phenonenex Luna C18 column (5 |aa, 4.6 mn x 250 
mi with UV detection at 214 run and room temperature The mobile phase was 
consisted of (A) acetonitrlle and (B) 0.03 nol L-t phosphate buffer ipH 2.5, 
65:3S, volume/volucM). The resolution factors were at least l.S. The limits 
of detection and quantitation linit was 0.06 and O.lt |ig mL-1, reap. The 
method ia useful in separation and determination of the ela-isoMr from 
na tegllnlde . 

IT I05*IC-04-4P 105fl«-0C-CP 

RL: ANT (Analyte): BSU (Biological study, unclassified); PRP (Proporties) i 
not ^tarlMeatlon o« s<oo»mc]r/i ANST (Analytical study); BIOL 
(Biological study)} PSZP fPsspesatieaJ 

(separation of cis-isotter of nategllnide by HPLC method) 

RM 105BI6-O4-4 HCAPLUS 

CN D-Phenylalanine, N-t [trana-4-tl-iMthyI«thyl)cyclohexyllcarbonyl)- (CA 
INDEX NAME) 

Absolute stereochemistry. 



Ih^^' 

C02I 



105816-06-6 HCAPLUS 

D-Phonyl alanine. N-[ [cis-4-(l<mthyUt):yl)cycletaexyl|esrbonyl1- (9Cn 



Absolute stereochemistry. 



Fh-^^-*^' 
(o2l 




13 or 34 HCAPLUS COPYRIGHT 2007 ACS en STN 



Pharaacokinetlca of nategllnide and- its racemlzatien 
during biotransfernatlon In healthy volunteera 

Ku, Xln; Cao, Guoylng; Uu, Xiuzhongi Song, Youhua; 
Sun, Chunhua 

Department o( Pharmacy. Bel)ing Hospital, Beijing, 
100730, Peop, Rop. China 

Zhongguo Linchuang Yaollxue Zazhi i2002i, 
18(3). 195-199 

CODEN: ZLYZE9; ISSN: 1001-6821 

Beijing Ylke Daxue. Llnchuang Yaoll Vanjiuao 

Journal 

Chinese 
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AB The phanucolclnetics of nategllnide and its racenization during 

biotrana formation were studied In 8 healthy volunteers. Each volunteer was 
orally given 90 mg. Drug concns. in plasma and urine were assayed by RP-KPLC 
method on Chiralcel OOR column (10 |m, 4.6 mm x 250 mm) with acetonitrile-0. 5 
mol L-1 sodium perchlorate (70:30, pH 2.2) as mobile phase with detection at 
214 nm. Phannacolcinetic parameters were calculated on the basis of non- 
eCBipartment modal. After a single oral dose (90 mg). Qaax was 7. SI * 2.83 ng 
L-t at 1.25 t 0.26 h, tl/2 was 1.18 1 0.33 h, AUCO-1 was 17.97 t 4,34 mg h-1 
L-1, CL/r (a) was 5.30 t 1.46 L h-1, original drug percentage in urine within 
12 h waa 6.231 i 0.86%. The L-enantlonter could not be detected in either 
plasma or urine. Nategllnide had a rapid absorption and exclusion. The 
racemlzation o( O-enantiomer in vivo was not observed 

IT X0S91f-04-4, Nategllnide 105fI6-O5-S, L-Nategllnlde 

RL: PKT (Phartnacolclnetlcsl; TKU (Therapeutic use); BIOL CBlologleal 
study); USES (Uses) 

(pharmacokinetics of nategllnide and its racemlzation during 
blot rana format ion in healthy volunteer a) 

RN 105816-04-4 HCAPLUS 

CN D-Phenylalanins. N-([trsns-4-(l-sH(thylethyl)cyclohexyllesrbenyl]- (CA 
INDEX NAME) 

Absolut* stereochemistry. 



W21 



RN 105616-05-5 HCAPLUS 
CN L-Phenyl»l»nino, N-((tj 
(CA INDEX NAME) 

Absolute steceochemistry. 



ma-4 - < 1 -nethylethyl ) cydohexyl ) carfaonyl ) - ( 9CI I 
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ACCESSION NUMBER: 
DOCUMENT NUHBER: 
TITLE: 



AUTHOR (5) : 
CORPORATE SOURCE: 
SOURCE) 



STN 



2002:864977 HCAPLUS Full-text 
138:146686 

Chiral aeparation of M-(trans-4-laopropylcyclO- 
hexylcarbonyl ) -D, L-phenylalanlne isomers by high 
perfocaanee liquid chromatography 
Yang, Gengllang; LI. Zhlwel; Hang, Dexian; Zhang, 
Zhefeng; Liu, Crdong; Chen, Yi 

College of Chemistry and Environmental Science. Hebei 
University, Baoding, 071002, Peop. Rep. China 
Chrcetategraphia ttOM), S6|7/B|, 515-518 
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CODENS CHRGBI: tSSHi 0009-5693 
PUBLISHER: Frledrlch Vlvwag ( Sohn VvrlagagasvMaehaft irbH 

DOOmeMT TYPE: Journal 
LANGUAGEl English 

AB A HPLC BMthod W4S dsmlopcd for the chlral Mparatlon of a mw antt-dlabotic 
a««nt, N-|tran9-4-laopropYlcycloh«xylcaibonyl)-D-ph«nylalanln«. and Ita L- 
«nantlca«r. The saparatlon waa p«rfocMd on a Sunlchlral OA-3300 coluwi. 
Optlnisad moblla phas* w*a 0.02S nol L-1 anmonlum aeatat* In PHithanol aeliicion 
UV daCsedon wai at 210 nn. Baa«lln« chlral aoparatlon was obtained within 12 
nln. Tha detactlon Umlta ara 80 pg tor th« O-anantleawr and 120 pg for tha 
L-anantlonar. Relative atandard deviation of the nethod waa <lt (n > 5). 

IT 4»l«2«-01-« 

RLl WIT (AnalyteJj AHST (Analytical study) 

(chlral separation of N-ttrans-lsopropylcyclohexylcarbonyD'OL- 

phenylalanine 

laeners by high parfeinance liquid chronatog.) 

RN 491626-09-2 HCAPLUS 

CN Phenylalanine. N-[Itrans-4-ll-awthylethyl|cyclohexyl)carbonyl|- (9Ctl (CA 
INDEX MAHE) 

Relative atereechenlstcy. 



CD2I 



REFERENCE COUNT: 



HCAPLUS COPYRiarr 2007 ACS on STN 
2002 > 609152 HCAPLUS full-text 
138:251901 

a new synthesis method of nategllnide as antidiabetic 
drug 

Hang, Dunt Liang, Yiheng; Gong, Ping) Zhao, Yanfang 
School of Phacnacautieal Engineering, Shanyang 
Phanaaceutical University. Shenyang, 110016, Pcop. 
Rep. China 

thongguo Yaowu Huaxue Zazhl (2902), 12(2), 
94-96 

COOEM: KYH2EF; tSSNs 1005-OlOB 
Zhongguo Yaowu Huaxue Zazhl Blan)lbu 
Journal 
Chln«M 

CASREACT 138:254901 

A new antidiabetic drug-nateglinlde was syntheatzed from isopropylbenzene by 
Friedel-Crafts reaction, ehlorofona reaction, catalytic hydrogenatlon to 
obtain trans-4-lsepropylhexanecart)oxyllc acid, aeylatlon of D-phenylalanine Et 
ester, hydrolysis to obtain nategllnlde B-type crystal, and crystal- 
conversion. The total yield was 9.6t. 
195fli-04-«P, Nategllnlde 

RLt tm rfyntheeie px^pantlMU ; THU (Therapeutic us«)f BIOL 
(Biological study); mXP (Pt»v»xmtien/ ; USES (Uses) 
(synthesis of nategllnlde as antidiabetic drug) 
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HN 105816-04-4 HCAPLUS 

CN D-Phenylalanlne, N-[[trans-4-(l-iMthyI*thyl>cyclohexyllca[bonyl)- ICA 
INDEX NAME) 

Absolute Stereochemistry. 



C02I 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TtTtE: 
INVEMTOR(S) I 

PATENT ASSIGNEE IS): 



DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



20O2:332lS7 HCAPLUS Full-text 
136:340996 

Process for producing B-fonn nategllnlde crystals 

Sunlkawa. Michlte; Maruo, Makotoi Mlyazakl, iCazuo; 

Nishina. Shlgehlro; Matsuzawa, Yuklko 

AjlnoR»tO Co., Inc., Japan 

PCT Int. Appl.. 9 pp. 

COOEN: PIXXD2 

Patent 

Japanese 

1 



KIND DATE 



APPLICATION NO. 



DATE 



HO 2002034713 Al 20020502 HO 2001-JP9293 20011023 <— 

H: AE, AG, AL, AH, AT. AU, AZ. BA, BB. BG, BR, BY, BZ. CA, CH. CN, 

CO, CR, CU, CZ. DB, OK, CH, DZ, EC. EE, ES, FI, GB, CD, GE. GH, 

GH, NR, HU, ID, IL. IN, IS. JP, KE, KG. KP, KR, KZ, LC, LK, LR, 

LS, LT, LU, LV, MA. MD, HG. MK. MN, MM. MX. HZ, NO, NZ, PH, PL, 

PT, RO, RU, 5D, SE, SG, 51, 5K, SL, TJ, TM, TR, TT, TZ, UA, UG, 

US, UZ, VN, YU, ZA. ZH 

RN: GH, GH, KE, LS, MH, MS, SD, SL, SZ, TZ, UG, ZH, AT. BE, CH, CY. 

DE, DK, ES, Ft, TR, GB, GR. IE. IT, U), HC. NL, PT, SE, TR, BF, 

BJ. CF, CG. CI. CK, GA, Ol. GQ. GH, ML, HR. NE. SN, TD, TG 



AU 200196001 
CA 2426745 
EP 1334 964 



Al 



R: AT. BE, CH. DE, 



20020506 AU 2001-96001 20011023 <~ 

20030423 CA 2001-2426745 20011023 <-- 

20030113 EP 2001-976B19 20011023 <~ 

DK, ES, FR, CB, GR, IT, LI. LU, NL, SE. HC, PT, 



BR 2001014646 
RU 2275354 
US 2003229249 
IN 20O3CH0O6O9 
PRIORITY APPLN. IKFO. 



IB. SI, LT, LV, FI, RO, HK, CY, AL, ' 



20040225 
200(0421 
20031211 
20050415 



20011023 <— 

20011023 <" 

20030424 <" 

20O30124 <" 

20001024 <-- 

20011023 <— 



BR 2001-H846 
RU 2003-111948 
US 2003-421888 
IN 2003-CN609 
JP 2000-324 375 
WO 2001-JP9293 

A process for producing B-fom nategllnlde crystals containing substantially 
no H-fom .crystals comprises the steps of drying wet crystals of a nategllnlde 
solvate at a low tei^petature until the solvent disappears and then causing 
them to undergo a crystal transition. Nategllnlde is a known antidiabetic. 
By this process, B-fonn nategllnlde crystals can be produced on an Industrial 

38 
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IT 105$t*'04-4r, Nategllnlde 

RL: PAC (Pharmacological actlvityH FOR (PuKttio^tim ear smaowmxrf 
: THU (Therapeutic us*); BIOL (Biological study); fftXP 
(tzmp^r^tlou) ; USES (Uses) 

(Industrial process for producing B-fena nategllnlde crystals) 

RN 105816-04-4 HCAPLUS 

CN 0-Phenyl alanine, N-( (trana-4-(l-niethylethyl)cyclohexyllcarbonylI- (CA 
INDEX NAME) 

Absolute Bteroochemiatry. 



Ko2l 



IT 1736SJ-M-P 

RL: PEP (Physical, engineering Or chenical process); PROC (Process) 
(industrial process for producing B-fonn nategllnlde crystals) 

RN 113653-89-9 HCAPLUS 

CN D-Phenylalanine, M-t (trans-4-(l-methylethyi)cyclohexyl)earbonyl]-, hydrate 

{9CII (CA INDEX HAKE) 

Absolute atereochenlstry. 



Ph-"^ 



REFERENCB COUNT: 
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ACCESSION NUMBERS 
DOCUMENT NUMBER: 
TITLBt 
INVENTORIS) : 
PATENT ASSIGNEE (S): 
SOURCE: 

TYPE: 



2002:314896 HCAPLUS Full-text 
136:325825 

Process for producing nategllnlde crystals 

Takahashi. Oaisuke; Nlshl. Seiichi; Takahashl, Satoji 

AJlncnoto Co.. Inc., Japan 

FCT Int. Appl., 14 pp. 

CODBN: PIXXD2 

Patent 



APPLICATION NO. 
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HO 2002032854 Al 20020425 WO 2001-JP9069 20011016 <— 

W: AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, BZ, CA, CH, CH, 

CO, CR, CU, CZ, DE, DK, DM, 02, EC, EE, ES, FI. GB, GD, GE, CH. 

GH, HR, HU, ID, IL. IN, IS, JP, KE, KG, KP, KR, KZ. LC. LK, LR, 

LS, LT, LU. LV. MA. MD, MG, MK, MN, MW, MX. MZ, MO, H2, PH, PL, 

PT, RO, RU. SD, SE. SG, SI, SK, SL, TJ, TM, TR, TT, T2, UA, UG. 

US, UZ, VN, YU, ZA. ZW 

RW: CH, CM. KE, LS, HW, MZ, SD. SL, SZ. TZ, 00, ZW, AT. BE. CH, CY, 

DE, DK, ES, FI, FH, GB, GR, IE, IT, LU, MC, NL. PT, SE, TR, 

BJ, CF. CG, CI, CM, GA, GN, GQ, GW, ML, KR, NE, 

AU 20019426S A 20020429 AU 2001-94265 

CA 2425538 Al 20030410 CA 2001-2425538 

EP 1334963 Al 20030813 EP 2001-974B75 

R: AT, BE, CH, DE, DK. ES. FR, GB, GR, IT, LI, LU, 

IE, SI, LT. LV, FI, RO. MK, CY, AL, TR 



TO, TG 

20011016 <— 
20011016 <~ 
20011016 <— 
NL. SE, HC. PT. 



ER 2001014729 
RU 2273629 
CN 1169263 
TW 251688 
IN 2003CN00531 
US 2004030182 
US 7208622 
PRIORITY APPLN. INFO.: 



C2 



Al 



20031014 
20060410 
20060510 
20060321 
20050415 
20040212 
20070424 



BR 2001-14129 
RU 2003-111021 
CH 2005-10118852 
TW 2001-90125697 
IN 2003-CNS31 
US 2003-41610S 



20011016 <— 
20011016 <— 

20011016 <— 

20011017 <" 
20030411 <— 
20030416 <— 



JP 2000-317604 A 20001018 <— 

CH 2001-620658 A3 20011016 <— 

HO 2001-JP9069 H 20011016 <-- 

OTHER SOURCE (S): CASREACT 136:325825 

AB A process for producing nategllnlde crystals cooprisea reacting trans-4- 

Isopropyicyclohexylcsrbonyl chloride with O-phenylalanine in a nixed solvent 
consisting of a ketone solvent and water in the presence of an alkali to 
obtain a reaction mixture containing nategllnlde, adding an acid Co the 
reaction Bixtura to suka It acidic, and regulating (a) the temperature to 58* 
to 72' and (b) and the ketone solvent concentration to > 8 weight* and < 22 
weightl, to conduct crystalltiatton Nategllnlde is a known antidiabetic. The 
process is an industrially advantageous method for crystallizing nategllnlde. 

IT 105*1«-M-4P, Nategllnlde 

RL: ZMT rzadutslal maaatmctaxmt i PRF (Properties); Fn 
rPulMoatlM ox xeeaevsjr;; MM (MT^tbrntia pmartMttamt i 
THU (Therapeutic use); BIOL (Biological study); wm (rsvecaktea^ 
; USES (Uses) 

(process for producing nategllnlde crystals) 

RN 105816-04-4 HCAPLUS 

CN D- Phenylalanine, N-I(trana-4-(l-«wthylethyl)cyelohexyl]earbenyll- (CA 
INDEX NAME) 

Absolute atereochenlstry. 



REFERENCE COUNT: 



LIS ANSWER 18 or 34 HCAPLUS COPYRIGHT 2001 ACS On STN 



39 



40 
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ACCESS lOM NUHBERt 
OOCUHEirr NUHBCRt 
TITLE! 
tNVeilTOH(SI : 
PATENT ASSIGHEEfSI : 
SOURCE: 

DOCOHEUT TYPE: 



2002:314695 HCAPLUS FuH-taxt 
13«:3409»1 

Proc«» for pc«p«ratlon of «cylph«nylaUnin«> 
Sualkawa. Hlcblto; Oh^ana, Takao 
AJinonote Co., Inc., Japan 
PCT Int. Appl.. 14 pp. 
OODENt PIXX02 
Pa tan t 
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C02I 



REFERENCE COUNT: 



NO. 



KINO DATE 



APPtlCATtOM KO. 



DATE 



Lie ANSWER 19 or H HCAPLUS COPYRIGHT 2007 ACS on STH 



HO 20O2O32BS3 Al 20020425 HO 2O01-JP9O6fl 20011016 <-• 

Hi AE. AC. AL, AH, AT, AU, AZ, BA, BB, BG. BR. BY, BZ, CA, CK. CN, 
CO. CR. CU. C2, DC. DK, DH. 02. EC, EE, E5, FI, G8, CO, GE. CH. 
GH. KR, HU, ID. IL. IN. IS, JP. KE, KG, KP. KR, KZ. LC, LK, Ut. 
L5, LT. LU, LV, KA, HO, MG. MK, HK, HH, MX. KZ. NO. NZ, FH, PL. 
PT, RO, RU. SO, SE, SG, SI, SK. St. TJ. TM. TR. TT, T2. UA, UC. 
US. UZ, VH. ¥U, ZA. ZW 
RH: GH. GM. KE, L5, MH. KZ, SD. SL. SZ, TZ, UG, ZH, AT, BE. CH, CY. 
OE. OK. ES. ri, TR. CB. CR, IE. IT, LU, MC. NL, PT, SE, TR, BF. 
BJ, cr, CG, CI, CH. GA, GN. GQ, GW, HL, HR, NE. 5N, TD. TG 
AU 200194261 A 20020429 AU 2001-94264 20011016 <— 

CA 2425533 Al 20030410 CA 2001-2425533 20011016 <-- 

EP 1334962 Al 20030613 EP 2001-914874 2OO11016 <— 

R: AT. BE. CH, DE. DK, ES. FR. Gfl, GR, IT, LI. LU, NL, SE, MC, PT, 
IE, SI. LT, LV. FI. RO, HK. CY, AL, TR 

20031014 BR 2001-14726 
RU 2003-111012 
TH 20Ol-9O12S«9S 
IN 2003-CN536 
US 2003-418102 



BR 2001014726 
RU 2267520 
TW 575541 
IN 2OO3CNO0536 
US 2004024219 
US 7030268 
US 2006155143 
PRIORITY APPLN. INFO.: 



B2 



20061120 
20040211 
20050415 
20040205 
20060418 
20060113 



20011016 <— 

2001 loie <— 

20011011 <" 

20030411 <— 
20030416 



OTHER SOURCE (S) : 
AB This documnt dl 
acylphonylal 



20051228 <" 
A 20001018 <-- 
W 20011016 <-- 
Al 20030418 



US 2005-319177 
JP 2000-317603 
WO 2001-JP9068 
US 2003-41B102 

CASREACT 136:340997 

oaea a process for preparing easily and sitnply hlgh-purtty 
extremaly useful as raw materials of dru^a or the Uka, 
characterized by reacting an acid chloride with phenylalanln* In a mlxad 
solvent consisting of an organic aolvvnt and watac undar conditlona aada 
alkaline with potassiutn hydroxide. 
IT 105fIC-O4-4? 

RL: IMF f Industrial maimfaotnxa; ; SPtf (Synthmtla 
pr^airatloD/ ; FRZP {fi^mrttical 

(process for preparation of acylphenylalanlnes) 
RN 105616-04-4 HCAPLUS 

CH D- Phenyl alanine. N- ( ( tran»-4- Jl-Biethylethyl ) cyclohexyl Icarbonyl J - (CA 
INDEX NAKEl 

Absolut* ataraochaiBistry. 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE; 



INVENTORtSI: 
PATENT ASSIGNEE (5 >t 
SOURCE: 

DOCUMENT TYPE; 
LANGUAGE: 

PAHILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



200J: 293592 HCAPLUS Fu ll- t i 
136:225420 

Drugs tor dlab«tc9, especially typa 2, ecnpriilng an 

antlinf lanmatory or analgesic druf. aalactad blvalant 

linkers, and a nitrate estar 

Oal Spldato. Plaro 

Nleex S.A., Fe. 

PCT Int. Appl.. «« pp. 

CODEN: PIXXD2 

Patant 

English 

1 



KIND DATE 



APPLICATIOK NO. 



HO 2002030B67 
WO 2002030867 
M: AE. AG. 
EE, CD, 



AL. AU. BA. 



LV, KA, MG. 
US, UZ. VN, 
RH: GH, CH, KE, 

DC, OK, es, 

8J, CP. CG, 
- IT 2000HI2201 
IT 1319301 
CA 242S6SS 
AU 200214006 
EP 1324974 

R: AT, BE. CH, 
IE, SI. LT, 
JP 2004511456 
US 2004023990 
PRIORITY APPLN. INFO.: 

OTHER SOURCE IS): 



HK. HH, 

YU, ZA, 
LS. HH, 
FI. FR, 
CI, CH. 
Al 



2002D418 HO 2001-EP1166S 
20020725 
BB. BG, BR. 
ID, IL. IN, 
HX, NO, NZ, 
AM, AZ. BY, 



HZ, 



Bl 



I SL, 
GB, GH, IE, 
GA. GN. SO, 
20020412 
20030926 
200204 IB 
20020422 
20030709 
E5. FR. CB, 
RO. m, CY, 
20040415 
2004020S 



HARPAT 136(325420 



BZ. CA. CM. CR, 

IS, JP, KP. KR, 

PL, RO. SG. 51, 

KG, KZ, MD, RU, 

SZ, TZ. US, ZH, 

IT, LU. MC. NL. 

CH. HL. KR, NE. 
IT 2000-HI2201 

CA 2001-242S6SS 
AU 2002-14006 
EP 2001-982414 
GR, IT, LI, LU, 
AL, TR 
JP 2002-534256 
US 2003-398511 
IT 200O-MI22O1 
MO 2001-EP116CS 



20011009 <— 

CU, CZ, DH, DZ. 

LC. LK, LR, LT, 

SK, TR, TT. UA. 
TJ. TH 

AT, BE, CH, CY, 

PT, SE, TR, Br, 
SN, TD, TG 

20001012 <~ 

20011009 <— 
20011009 <— 
20011009 <~ 
NL, SB, HC, PT, 

20011009 <» 
20030411 
A 20001012 
H 20011009 <— 
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O^Ne 



AB Useful for the treatment Of diabetes, particularly type 2, are compds, oc 
salts thereof, having the following general formula A- (Bl n- (C)m-N02 [I; 
wharaln A " radical of a drug having an antiinflammatory or analgesic 
activity; B - bivalent linking group wherein the precursor must meet certain 
tasta dascclbad In the application; C - another defined bivalent linking 
9roup; n and n - 0 or 1, provided that (n * m) 1 or 2] . I can be used In 
conjunction with othac antldlabatlc druga, particularly insulin. I Incraasa 
the direct antidiabetic effect of Insulin, and reduce complications of 
diabetes, particularly vascular diseases, retinopathies, neuropathies, etc.. 
Th* valuas of n and tn, i.e., the presence or absence of bivalent linkers B and 
C, alone or In combination, are based on performance of the precursors of the 
linkers In certain tests {no data). These tests are designated as follows; 
(taat 4At: Inhibition by > 151 of hemolysis of rat erythrocytes induced by 
cineena hydroperoxide; (test 5): inhibition of radical production by 2 501 in 
the oxldstlv* degradation of . desoxyrlbos* in aqueous 

F*2»(NH4)2<S04)2/thiebacblturic acid solution; and (teat 4): Inhibition by k 
SOI of DPPH-lnducad radical production In MaOH solution For instance, 
acatylsalicyllc acid chloride was astarlflad with 3- (hydroxymethyl) phenol 
(flO«), fetlewad by nitattOn of the resultant Ph ester with HN03/H25O4 (821), 
to 9lve Invantlon eoaipQund II, %<hlch is thus the 3- (nltrooxymethyl) phenyl 
aster of aspirin. Hhan tasted on Isolated aorta from Insulin-resistant rats, 
cosipound II at a concentration of 10-4 H gave 704 vasorelaxation, relative to 
non^lnsulln-reslatant controls. This effect was unchanged by the presence or 
absence of the irreversible NO synthetase inhibitor LKNA. In contrast, both 
Na nitroprusslate and the Indotnethacln analog of II, known KO donors, ware 
inactive, and the antidiabetic drug metfonaln was inactivated by LNNA. 
IT I05fll«-04-4ap, Nategllnldo, nltroxyl-containlng darlvs. 

RL: PAC (Pharmacological activity]; MM fJ^meteUc pcapacaUoqi ; 
THU (Therapeutic use); BIOL IBiological atudyl; mP ff r^x atiae; 
; USES (Uses) 

(drug candidates; preparation of 'antidiabetic a«*nts eeavrlslng 
antiinflammatory or analgaalc druga, aalactad bivalent tinkers, and 

BN 105816-04-4 HCAPLUS 

CN D-Phenylalanlne, N-( (trana-4-(l-n«thylathyllcyelohaxyllcart>onyll- {CA 

INDEX NAME! 

Absolute stereochemistry. 
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ACCESSION NUHBERt 
OOCUKENT NUHBEH: 
TITLE: 
AUTHOR I 5} t 
CORPORATE SOURCE: 

SOURCE: 



2002:174 77 9 HCAPLUS Full-t« 
137:370326 

Synthesis of (1401- and (3HJDJN608 ISTARLIX] 
Ray. T.I Cisjewska, G, ; Wu, A.; Jones, L. 
DMPK-Isotope Section. Kovartls Phamaceutlcals, E. 
Hanover. NJ, USA 

Synthesis and Applications of Isotopically Labelled 
Cctapounds, Proceedings of the International SynposltSi, 
7th, Oreiden, Germany, June lB-22, 2000 (20O1***; 
, MMtiJv Dmt» 2000, 37t'3iJl. KUtotfrnfi Plolss, 
Vlziah/ Vogmm, »el£. Mm mUmy » 8»am ltd. S 
ChletMseer, UK. 

OOOOr.- «*CXJC/ X«SH: 9'47t'«»Sai'a 
Ceorasanoa 
Xnplfsb 

onm scmcEtB): cAsmcr i37s370S2f 

AB A naval axal aMdiesCiM tox Ccaaeiiiy tjpa 3 tflakatas is 

tz«as-tr-f M- f2-»aelijrteetir3/orelataaa7l|-oaAoQr'3i-l>-pbanr2a3^u*i«a, DJHtOi 
IBfxllMl. •Ptm tmr mtmp In thm STnChasls of (UCJIUVfOt vas thm amt*lrtia 
racto. »£ ieiabatrr-Heiamie aeld in Cba prasaaoo ot PtOJ at 53 pmi of 
t j d x a gma ia. acati« aei4l to ylva ola/Crans-4-iaops«DyIcya2«lMS«M- 
fMCIoa^o sr llw asid is 9:1 rado. Altaxaatlvalr aethods for pz^g. thlm ■ 
m±Mt. ot els- aad txmam' a«id- rs.-i; «x« psaaoBead. MUaCad IxnrM* nm 
p*tpd. bf CMfa. of tbm ooxsa^mwifng eU«s« deslr. with Cxltln yas la Cte 
paasaaoa ot 10« jMlXadltM «a eadna. 

IT *»U75tt$-21'»r 

RL: CTir fiyafchatla ps^paxaUanJ; tVXW (rt^mxmtiaai 

(ataraosalaetlva prepn. ot C14C]- and I3K]DJN60a {Starllxj) 

RN 47516B-21-9 HCAPLUS 

CN D-Phanylalanlna, N-([trana-4-(l-Biathylathylleyeleliaxyt|ea[bonyl-14CI- 
(9CI] (CA INDEX NAME) 

Abaoluta stacaochaatlatry. 



REFERENCE COUNT: 



Lia ANSHER 21 OF 34 HCAPLUS COPYRIGHT 2007 ACS on 
2002:130037 HCAPLUS full-] 



ACCESSION NUMBER: 
DOCUMENT HUHBERi 
TITLE; 
AUTHOR(S): 
CIWPORATE SOURCE: 

SOURCE: 

PUBLISHER: 



Synthesis of Nateglinlde 

Zhu, Xue-yan; Peng, Ka; Hang, Xlao-qin; Yang, Li-plng 
Dep. Chen.. East China Normal Univ., Shanghai, 200062, 
Paop. Rap. China 

Hachang Huaxua (JMl), 9(«}, 537-540 
CODEN: HEKUE2; ISSN: 1005-1511 
Hachang Huaxua Blanjlbu 
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LANGUAGE; Chin«aa 

OTHER SWRCEtS): CA5REACT 137:325(03 

A8 Tltl« compound, a nw «ntldUb«tM nwdlclM, w«i tynttiMiicd fcM lao- 
prepylbvnzviw In seven st«pa, giving th« product with owrsll yield 221. 

IT ia9«IC-04-4BP, Kategllnldc. B crystal type 

RL: RCT (ReactanCI; CPV ttratbmtiv pg^xmti»ni i WMMT 
fFM{p«c*ei«ni; RACT (Reactant or roagvnt) 
(preparation and cryatalline forms of) 

RN toss 16-04-4 HCAPLUS 

CN O-Phenylalanlne. N-( [trans-4-(l-inethylethvl)cyelohexyl)carbenyl] - IGA 
INDEX NAME) 

Abaelut* ■tereochemlstn'. 



Ph 

vOil 



,: SPK <«]wttMeia praparatlonl; PSIF {Prvz»ti»a) 

Isynthesls of Nategllnide 



Lie ANSWER 22 or i' 
ACCESSION NUHBEK: 
DOCUMENT miMaCR: 
TITLES 

AUTHOR (SI : 



HCAPLUS COPYRIGHT 2007 ACS on STN 
2002:81395 HCAPLUS Full-text 

126:2S6670 

I>etemlnatlon of nategllnld* enantloBMC In hunan 
plasma and urine by KPLC 

Cao, Guoying; Hu, Xln; Yan, Xlaoli; Yin. Qlr Seng, 
Yeuhua 

Beijing Heapltal, Beijing, 100730, Peop. Rep. China 
Yaowu Fenxl Zazhl 21(6), 404-407 

CODEH: YFZADLi ISSN: 0254-1793 
PUBLISHER: Yaowu Fenxl Zazhl 81an)l Nelyuanhul 

DOCUMENT TYPE: Journal 
LANGUAGE: Chinese 

AS A alR«>le method tor the determination of nateglinlde anantioaers in human 

plasma and urine was established by using HPLC on Chlcalcel 00-R column (10 
|jm. 0.46 cm x 25 cm) with MoCN-0.5 mol L-1 MaCl04 (pH 2.2, 70:30) as mobile 
phase and the flow rate 0.4 mL min-1. The UV detection wavelength was 214 ma 
and the whole operation was under rooa temperature The linearity was obtained 
at 0.02-20 oig L- 1 and 0.02-10 aq L-1 for D-nategllnide (r - 0.999 S and 0.999 
fl) and O.OS-20 mg L-1 and 0,08-10 mg L-1 for L-nategllnide In plasw and 
urine, resp. The Intra-day and Inter-day relative standard deviation for D- 
nateglinlde in plasma and in urine were < 6.9t and 6.2* and 7.11 and 10.04 
(both n > S). reap. The intra-day and intec-day relative standard deviation 
for D-nategllnide in urine were < 7.01 and 9.8* (n - S), tesp. The Intra-day 
and inter-day relative standard deviation for L-nateglinlde In urine were < 
7,3* and 10.3* |n > S). reap. The assay was rapid and simple to allow accurate 
and precise measurements of 0-nateglinlde and its enaatlonec in plasma during 
pharmacokinetic studies In human. 

IT 105$lt-94-*. Nateglinlde 205«lC-a5-5 

RL: ANT (Analyte); AN5T (Analytical study) 

tdeteiiBinatien of nateglinlde enantiomer in human plasma and urine by HPLCt 

RH 105816-04-4 HCAPLUS 

CN 0-Phenylalanlne. N-((trans-4-(l-methylethyl)eyclohexyllcarbonyll- {CA 
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INDEX NAME) 
Absolute stereochemistry. 



RN 1O5B16-05-5 HCAPLUS 

CN L-Phenylalanlne. N- ( |trans-4-(l-methylethyllcyclohexyllcarbonyl)- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



.xy"-' 



Lie ANSWER 23 or 34 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



HCAPLUS COPYRIGHT 2007 ACS on STN 
200l:57lB3< HCAPLUS full-text 
136:172892 

Test for cl»-iso»ec from N-(trans<'4- 
lsopropyIcyclohexyl-carbonyl)-0-p)>enylalBnineby 
RP-HPLC 

Si, Duanyun; Zhong, Dafang 
Center of Instrumental Analysis. Shenyang 
Pharmaceutical University, Shenyang, 110016, Peop. 

YaoJnj Fen'l Zazhl «002) , 21(3). 153^154 
COOEN: YFZADL; ISSN: 02S4-1793 
Yaowu Fenxl Zazhl Blanjl Helyuanhui 
Journal 

A nen-chlral RP-HPLC method was developed for testing of the cis-isoraer from 
N-ttrans-4-lsopropylcyclehexylearbonyll-D- phenylalanine (I). Nucleosll C18 
column was used with acetonitrile - 0.05 mol L-1 NH4H2P04 (22.5:77.5) {pH 7.4) 
as mobile phase (a Clow rate of 1.0 nL min-l), and 210 nm as UV detection 
wavelength. The eleetrospray lonlzatlon-quadrupole ion trap mass spectreeieter 
was applied to verify the separation The chromatog. pealts with a good 
resolution of l.Sl at 54.7 mln and 49.8 lain resulted from I and its cis- 
laoowc, resp. This assay could be used as an ordinary way to test for the 
cla-lsomar impurity of I. 

RL: ANT (Analyte); AN ST (Analytical study) 

(deteminatlon of cls-lsemer from N- (trans-4-lsopropylcy(ilohexyl-carbonyl)- 
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Absolute stereochemistry. 



(o2I 



RN 105816-06-6 HCAPLUS 

CN D-Phenylal*nlne, H-I (cis-4- (l-i»ethylethyl)cyclohexyl]carbonyll- IKI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



LI 8 ANSWER 24 OF 34 HCAPLUS COPYRIGHT 2007 ACS c 



STN 



ACCESSION NUMBER: 
DOCUMENT HUMSERi 
TITLE: 



DOCUMENT TYPE: 



2001:38482 HCAPLUS Full-l 
134:100592 

Preparation and effect of cycloalkylcarboxaraide 

derivatives as cysteine protease inhibitors 

Sato, Hasaakl) Hukoyama, Harunobu; Kobayaahi, Junlchij 

tsuyufcl, Shogoi Tokutake, Kataunori; Akabsns, Sstoshi 

Kissel Pharmaceutical Co., Ltd., Japan 

Jpn. Kokal Tokkyo Koho, 27 pp. 

CODEN: JKXXAF 

Patent 

Japanese 

1 



JP 2001011037 
PRIORITY APPLN. INFO.: 
OTHER SOURCE (S): 



KIND DATE 

A 20010116 
HARP AT 134:100592 



APPLICATION NO. 
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FH2)n 



conh-^h>co-coer3 



C021 



Title compds. (I; Rl - alkylf Y - alkylene; 112 - OH, aryl, aryl alkoxyi R3 - 
H, alkyl, aryl, pyridyl, arylalkyl, pyrldylalkyl; Z * 0, NH; n > integer 1-3] 
and stereoisomers are prepared and possesses tlie cysteine protease inhibitory 
effect. Title compds. are useful in prevention of arthritis. Alzheimer's 
disease, rheuoutism and osteoporosis. Thus, the title f " " 

prepared and tested. 
lOStt f'«4-4r 

RL: RCr (Reactant); MTU r«!rBthetl«j 
IPsvaratloDi f RACT (Reactant or reagent) 

(preparation and effect of cycloalkylcarboxamlde derlvs. as cysteine 
protease inhibitors) 



RM 105816-04-4 HCAPLUS 
CN D-Phenylalanlne. H-tl 
INDEX NATffi) 

Absolute stereochemistry. 



)a-4- ( 1-methylethyl ) cyclehexyl ] carbonyl ] - (CA 



(o2l 



,2hT 



Lie ANSWER 25 OF 34 HCAPLUS COPYRIGHT 2007 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



CORPORATE SOURCE: 



2000:491334 HCAPLUS Full-text 
133:232633 

Pancreatic p-call ICATP channel activity and 
men^rane-blnding studies with nateglinlde: a 
cooparison with sulfonylureas and repagllnlde 
Hu, ShiUng; Wang, Shuya; Fanelli, Barbara; Bell. 
Philip A.; Dunning. Beth E.; Gelaae. Sablnej Schnitz. 
Rita; Boettcher, Brian R. 

Hetabelie and Cardiovascular Disease Department, 
Novartla Institute foe Biomedical Research, Susnlt, 

HJ, USA 
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SOURCE: JsuriMl of Ph«iMCelo9y «nd experimental Th«rap«utlea 

taOOet, 29312), 444-492 

CODEN: JPCTABi IS5H: O022-35«S 
PUBLISHER: AiMric«n Society (or Phanucoloqy and CxpoclMntal 

Thocapoutlcc 
DOCU^fEHT TYPE: Jotirnal 
LMIGUA<X: English 

AB NatogllnldB (A-4166) Is an «Mlne add derivative with inaulinotrophic action 
In clln. develofment for treauaent of type 2 diabetes. The a la of this study 
was to deteralne whether nategllnlde'a interaction at the KATP 
channel/aulfonylurea receptor underlies its more rapid onset and shorter 
duration of action in animal models. Binding studies were carried out with 
neaibcanes prepared (rem RIN-mSr cells and HeK-293 cells expressing reconblnant 
human sulfonylurea receptor 1 (SURD. The lelatlve order for displacement of 
I3H|gtlbencl«mide In cenpecltlve bindin? expts. with RIH>mSr cell menbranea 
was 9llbanclanlde > gllnepirtda > rvpagllnlda > glipizide > nateglinide > L- 
nategllnlde > tolbutamide. The results with HEK-293/r«combinant human S\1M 
cells were similar with the exception that glipizide was more potent than 
cepagllnlde. Neither nateglinlda nor repaglinlde had any effect on the 
dissociation kinetics for [JHlgllbenclamldo, consistent with both conipds. 
cee^Mtitlvely binding to the gllbonclamida-binding site on 5UR1 . Finally, the 
inability to measure ( 3H| nategl tnide binding suggests that nategllnlde 
dlssocs. rapidly from SURl. Direct interaction of nategllnlde with KATP 
channels In rat pancreatic p-eells was Investigated with the peteh-clasv* 
method. The relative potency for inhibition of the KRTF channel was 
repaglinlde > gllbenclamlde > nategllnlde. Kinetics of the Inhibitory effect 
on KATP current showed that the onset of Inhibition by nategllnlde was 
cesftarabl* to gllbenclamlde but Ptore rapid than that of repaglinlde. The tlise 
for reversal of channel inhibition by nategllnlde was also faster than with 
gllbenclamlde and repaglinlde. These results suggest that the unique 
charaeterlatica of nategllnlde are largely the result Of its Interaction at 
the KATP channel. 

IT 105tU'04'4. Nategllnlde t05§l*'OS'5 

RLi BAC (Biological activity or effector, except adverse); B5U CBiologleal 
study, unclassified); BIOL (Biological study) 

(pancreatic ^cell KATP channel activity and 8Mad»ran«-blndlng 
studies with nategllnlde and comparison with sulfonylureas and 
repaglinlde) 

RN 105B16-04-4 HCAPLUS 

CN D-PhenylaUnlne, M-t(fec«ns-4-|l-»ethylethyl)eyclohexyl|carbonyl]- <CA 
INDEX HAHEI 

Absolute stereochemistry. 



Ph-^^ 

C02I 



RH 105B16-05-5 HCAPLUS 

CN L-Phenylalanlne, H-| |trans-4- II 'Methyl ethyl {cyclehexyllcarbenyll* |9CI) 
(CA INDEX NAHEI 

Absolute stereechenistry. 
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REFERENCE COUNT: 

Lie ANSWER 26 OF J 4 HCAPLUS COPYRIGHT 2001 ACS on STH 
ACCESSION KUlffiER: 1991:125360 HCAPLUS Full-text 

DOCUMENT NUMBER: 126ll9509S 

TITLE: General pharmacology of AY41C6. a novel oral 

hypoglyeeialc agent 

AUTKORIS): HaedB, Kazutoshi; Arls«)(B, Haruml; Klhara. Hldeakl; 

Sakan]o. Hiroshti Tsuchlyama, Nichloi Ikedi, Klronobu; 

Klmura, Ayahltoi Nishlaura, Takaharu; Hlshlmorl. 

Tsukaei Iwata. Seinesukef Yoshlmoto, Ryoto 
CORPORATE SOURCE: Life Sd . Ub., Central Res. Lab., AJlnomoto Co.. 

Inc., Japan 

SOURCE: Yakucl to Chiryo tlt»T). 25(Suppl. 1), 

S/151-S/180 

COOEN: YACKDS; ISSN: 0386-3603 
PUBLISHER: Ralfu Saiensu Shuppan K.K. 

DOCUMENT TYPE: Journal 
LANGUAGE: Japanese 

AB The general Pharmacol, properties of AY4166, an oral hypoglycemic agent, were 
investigated in exptl. animals. In addition to AY41CC, Its Mtabelltes. its 
Et ester, and its optical isomer were studied for their effects on gross 
behavior. Data are given with regard to the effects of AY4166 on the central 
and autonomic nervous systems, smooth muscles, respiratory, cardiovascular, 
digestive, and urinary systems, and blood platelet aggregation. In all these 
cases, the effects were absent or alight. The metabolites, the Et ester and 
the l*)-enantiomer had no effects on gross behavior In mice. These results 
suggest that Ay4166 would not cause any severe side effects when given at 
clln. doses. 

IT I05«l«-M»4, AY 4166 

RL: ADV (Adverse effect, including toxicity); BAC ISlological activity or 
effector, except adverse); BSU (Biological study, unclassified); BIOL 
(Biological study) 

(general Pharmacol. o() 

RM 10S816-O4-4 HCAPLUS 

CN p-Phenylalanlne, K-(|trans-4-(l-methylethyl)cyclohexvl|earbonyl|- (CA 
INDEX NAME) 



Absolute i 



ilstry. 



COJ 



>3H 
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IT 103ilt-03-5 

RL! ADV (Adverse effect. Including toxicity); BAC (Biological activity or 
effector, except adverse); BSU (Biological study, unclaaeif led) ; BIOL 
(Biological study) 

(general Pharmacol, of hypoglycemic drug AY 4166 and Its enantlomer) 
RH 105816-05-5 HCAPLUS 

CM L-Phenylalanlne, N>[ (trana-4-(l>methylethyl)cyclohexyl)carbonyl|- (9Ct) 
(OA INDEX NAME) 

Absolute stereochemistry. 



Ph-^^-f^' 
C02I 



LIS ANSWER 27 OF 34 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR(S) : 



tXXOMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



COPYRIGHT 2007 ACS on STN 
1995:964992 HCAPLUS Full-text 
124:155974 

Crystals of N- (trans-4-l8opropylcyclohexylcarbonyl)-D- 
phenylalanine and methods (or preparing them 
Sunikawa, Mlchlto; Koguchl, Yoahlhlto; Ohgane, Takao; 
trie, Yasuo; Takahashl, Sato^l 
A^inOBioto Co., Inc., Japan 

U.S., 12 pp. Cont.-ln-part of U.S. Ser. No. 166,144. 
CODEN: USXXAM 



PATENT NO. 



KINO DATE 



US 5463116 
US 5488150 
CA 2114676 
CA 2114678 
PRIORITY APPLN. INTO. 



Al 



19951031 
19960130 
19950602 
19990427 



APPLICATION NO, 

US 1994-190460 
US 1993-166144 
CA 1994-2114678 



19940202 <— 
19931214 <— 
19940201 <— 



AB Stable crystals 



A 19910730 <— 
A 19910608 <— 
81 19920729 « 
A2 19931214 < 



JP 1991-189696 
JP 1991-199453 
US 1992-921224 
US 1993-166144 
.ns-4-iaopropylcycIohaxylcarbonyl ) -D-phenylalanin« toi 
pharmaceutical fonaulatlon may be produced by treating thl» conspound with a 
solvent at a temperature of at least 10* and forming crystals In the solvent 
at a temperature of at least 10*. For example, crystals may be formed by 
crystallization out of solution, or may be formed from solid particles of the 
compound suspended in a solvent. Crystals formed In this way have different 
m.p,, IR spectrum and X-ray diffraction patterns from previously known forms 
of the compound and have enhanced processabllity, e.g.. stability to grinding. 

RL: PEP (Physical, engineering or ehentieal process); PRP IPcoperCies); THU 
(Therapeutic use); BIOL (Blolegieal study); PROG (Process); USES (Uses) 

(crystalllxation of ( IsopropylcyelohexylcarbonyDphenylalanine for enhanced 

stability to grinding) 
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RN 105816-04-4 HCAPLUS 

CN D-Phenylalanine, H- ( [trans-4-(l-methylethyl) cyelehexylleacbonyll - (CA 

INDEX NAME) 



Absolute Btei 



■ochemlstry . 



Ph' 1--' 

C02I 



IT l73£53'»>-» 

RL: PEP (Physical, engineering or chemical process); THU (Therapeutic 
use); BIOL (Biological study); PROC (Process); USES (Uses) 

(crystallization of I Isoptopylcyelehexylcarbonyl) phenylalanine foe enhanced 

stability to grinding) 
RN 173653-B9-9 HCAPLUS 

CN D-Phenylalanlne, N- 1 ( trans'>4-( I-methylethyl)cyclohexyllcarbonyl] hydrate 

(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



COjl 



•x H20 



LI* ANSHER 28 OF 34 HCAPLUS COPYRIGHT 2007 ACS oa STN 
ACCESSION NUMBER: 
DOCUHEHT NUMBER: 
TITLBt 

INVENTOR (S) ; 
PATENT ASS 1GHEE{S): 
SOURCE! 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



1995:468819 HCAPLUS FUll-text 
123:59430 

Preparation of tnn>-4-isopropylcyclohexan«carboxyllc 
acid chloride 

Hatsuzawa, Toshlhlro; Irle. Yasuo 
A)inomoto KK, Japan 
Jpn. Kokal Tekkyo K^, 3 pp. 
CODEN: JKXXAF 
Patent 



KIND DATE 



APPLICATION NO. 



JP 07017899 
PRIORITY APPLN. INFO.: 
OTHER SOURCE (S): 



CASREACT 123:55430 



51 



S2 
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AB The tLtl« compound (I), uaefuL aa an LntanBcdlatv (or tnt ldlab«ttc N-Hrans-4- 
isopcepylcvcloh«xylc«rbenyl)-0-ph*nyialanlne, is prap«r«d by tr««tiaeat of 
CEacic4>lsopropylcyeleh«xan«e«rboxyllc acid ill) with P chlorlds. II was 
trvatvd with E>C1& in 1, 2-dlchloroethan* at 40* tor 3 h to give 941 t and Ot 
Ch« cla-lsomer, wheraas cis-isom«r was detected, when S0C12 was ua«d instead 
Of PC15. 

IT :bmi*-04-<# 

RL: M0 (Pzi««x«eiea, meJaaaifla<V; PSKF fPrvpaxafeloBi 

(prapantlon of trana-4-lsopropvlcyelahex«naearboxylie acid chlorld« as 
int«cmadlac« for «ncldiab«tic agant by ehlorlnation of the acid with P 
chloride) 
RN 10S816-O4-4 HCAPLUS 

CH D-Ph«nylelanine, H- ( (t.rana-4- tl>in«ChylethyUcycloh«xyl Icarbonyl] - |CA 

INDEX NAME] 



LIB AH5HER 29 OF 34 HCAPLUS COPYRIGHT 2007 ACS c 



ACCESSION HUMBEK; 
DOCUMENT NUHBGt 
TITLE: 

INVENTORtS) I 

PATENT ASSIGNEI 
SOURCE: 

DOCUMENT TYPE: 



STN 



1993>2<1002 HCAPLUS Full-text 
llBt2C1002 

Stable erystala of N-(tr>iu-4- 

1 sopcopy 1 cycl ohexy lea ifoonyl )-D-phenylalanlne 

SuBlkawa, Hichitoi Koquchl, Yoshlhttoi Ohgane, Takaoi 

Ici«« Yaauof Takahaahl, Satejl 

AJtnomoto Co., Inc., Japan 

Eur. Pat. Appl., 14 pp. 

CODENt EPXXOH 

Patent 

English 



EP 5261-71 
CP 526171 
EP 526171 



19930203 
19930505 
19970305 



APPLICATION NO. 

CP 1992-30«e95 



AT. CH. DE, DK, ES, FR, GB. IT. LI. LU, HL, SE 



JP 1992-202686 

AT 1992-306895 
ES 1992-306895 
CA 1994-2114676 



19920729 <" 



19920729 <" 
19920729 <— 
19940201 <— 



JP 0520B943 A 19930920 

JP 2508949 B2 19960619 

AT 149463 T 19970315 

ES 2100291 T3 19970616 

CA 2114678 Al 19950S02 

CA 2114678 C 19990427 

PRIORITY APPLK. INPO. : JP 1991-189696 A 199107 30 <- 

JP 1991-199453 A 19910808 <- 

AB Stable H-type ccy*tala of N-(tEana-4-laeprepylcyelohaxylcaEbonyl)«'D- 

phenylalanine (II ace obtained by treating I with a solvent, at >10* . A 
solution of 5 9 I in 20 mL acetone was added to a stirred nixture of 40 a 
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acetone and 60 mL water, at 25* to precipitate H-type crystals. The crystals 
have different m.p., IR apectruok and X-ray diffraction patterns froM known 
forBts of 1 and are not converted to Other forms when ground. 

IT 105#I#-04-4U' 

RL: nxr fPrepajcatioa/ 

(cryatals, stable, preparation of) 

BN 10581 6-04 -< HCAPLUS 

CN 0- Phenylalanine, N* ( [tr3ns-4-(l>R>ethylethyll cyclohexyllcarbonyll - (CA 
INDEX NAME) 

Absolute atereochenistry. 



Lie AHSHER 30 OF 34 HCAPLUS COPYRIGHT 2007 ACS on STN 



ACCESSION 
OOCUHi 
TITLE! 



1989:464062 HCAPLUS Full -text 
111:64062 

Separation of a nev antidiabetic agent, 

N- I trans-4 -Isopropylcyclohexylearbonyl) -0- 

phenylalanine, and ita isomers by chiral 

high-performance liquid chzomtegcaphy 

5hinkal« HisBshi; Nashikawa, Haaahiko; Sate, Yiisuks 

Cent. Res. lab., AJinonote Co., Inc.. Kawasaki. 210, 

Journal of Liquid ChrOMtography (IM*). 
12431, 457-64 

COOEN: JLCHD8; ISSNl 0148-3919 

Journal 

English 



MeaCH— ^ ^ — C0WH?COrH 



A4166 (II Is ■ new oral antidiabetic agent. To detenaine the purity of 
ehenlcal samples of A4166, a HPLC tnethod for the separation of A4166 and 
synthetic byproducts (an L-enantionec and a els iaoner of A4166) was 
developed. A chiral stationary phaao colum packed with 5 pm N-(tart- 
butylaMinocarbonyl)-L-valylamlnoprepyl silica gel was used for the direct 
separation of A4166 and Its Isoowrs after derlvatlzatien with a nonehlral 
reagent. 

US»U'04-4, A416C 

RL: ANST (Analytical study! 

(separation of isoaiers and, by chiral HPLC) 
105816-04-4 HCAPLUS 
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CN D-Phenylalanine, H-I(trans-4-(l-iBethylethyl)cyclohexyllc»rbonyll- (CA 
INDEX NAME) ' ' * 

Absolute stereochemiatry. 
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SOURCE: Journal of Medicinal Chendstry (2***), 

32(7), 1436-41 

CODEN: JMCKAR; ISSN: 0022-2623 
(KXrUMEHT TYPE: Journal 
LANGUAGE: English 
OTHER SOURCE (S): CASRCACT 111:58305 

GI 



IT 105#l«-05-5 105SJ 

RL: PROC (Process) 

(separation of, as A4166 isomer, by Chiral HPLC) 
RM 105816-05-5 HCAPLUS 

CN L-Phenylalanlne, N-( | trans-4- (1-methylethyl) cyelohexyl I earbonyl]- tSCIl 
(CA INDEX NAr4E) 

Absolute stereocheaistry. 



RN 105816-06-6 HCAPLUS 

CN D-Phenylalanlne, M-Hcla-4-(l-methylethyi)eyclohexyllcacbonyl)- (9C1) (CA 



Absolute stereochemistry. 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



CORPORATE SOURCE: 



t 31 or 34 HCAPLUS COPYRIGHT 2007 ACS en STH 



1989:458305 HCAPLUS Full-text 
111(58305 

N-|Cyelohexylcacbenyl|-D-phenylalanlcMS and related 
A new class of oral hypeglyeenic agents. 



Shlnkal, Hlsashi; Nishikawa, Hasahiko; Sato, Yusuke: 
Tol, Kdilt KutMshiro. Izuni; Seto, Yoahlket Fukutna, 
Marikof Dan, Katsuski; Toyoshina, Shlgeshl 
Cent. Res. Ub.. Ajinenoto Co., Inc., KSwaaaki, 210. 



AB A aeries of analogs, e.g., I (R - alkyl, Ph) , of N- I cyelohexyl earbonyl )-D- 
phenylalanlne have been synthesized and evaluated for their hypoglycemic 
activity. Relationships were studied between the activity and the three- 
dimensional structure of the acyl moiety, which was characterized by high- 
resolution IH NHR spectroscopy and HNDO calcns. The role of the carboxyl 
group of the phenylalanine moiety was also studied by comparing the activities 
of the enantiooers. the decarboxyl derivative, the esters, and the amides of 
the phenylalanine derlvs. Thus, the structural requirenents for possessing 
hypoglycemic: activity was elucidated and a highly active compound. N-((trans- 
4-isopropylcyclohexyl)CBrbonylJ-D-phonylalanine (I, R - CHHe2> was obtained, 
which showed a 201 blood glucose decrease at an oral dose of 1.6 mg/kg in 
fasted nornal mice. 

IT l03Mlt-e4'4P 

RL: BAG (Biological activity or effector, except adverse) i DSU (Biological 
study, unclassified) f nw CJ^etetis p*«MxstlMj; BIOL 
(Biological study) I nOF tTxtprntrntiant 

(preparation and hypoglycemic activity of I 
RN 1058 16-04 -4 HCAPLUS 

CN D-Phenylalanine, N-[ I trans-4- (l-methylethyl) cyelohexyl] earbonyl)- (CA 
INDEX NAME) 

Abaolute stereochemistry. 



ttC 

toji 



IT 20S74C-J7-(» 

RL: Mtlt (tyntbmtic prtpMXttiea) ; VRIP ^npacatioa/ 

(preparation, amidation. hypoglycemic activity, and calculated confomatlon 

of) 

RN 105746-37-0 HCAPLUS 

CH D-Phenylalanlne. N- ( (4- (l-methylethyl ) cyciohexyilcarbonyl J - (9Cn (CA 
INDEX NAME) 

Absolute ateceechenlstry. 
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lOMjc-oc-cr 



(prvparatlon, hypoglycemic aedvlty, and ealeulatad confenMtien ofl 
AM 10M16-06-S HCAPLUS 

CN D-PhMYtAlanlM, N-| |cls-4- ll-Mthvl«thyllcyclerMxylleacbenyl|- l9Ctl ICA 
INDEX NAME) 

Absolut* ■t«c«och«ialstry. 



IT A41C« 

HL: ANT (Analyt*); AN5T tAiulytical sLudy) 
(dac*»inatlen of. In plana, by HPLc) 
RN 105G1G-04-4 HCAPLUj 

CN 0*Ph«nyIaUntn«. N- 1 1 t.rana-4- 1 l-Rinthyl«thyltcyclolHrxyllcarbei)yl|- 
INDEX NAKE) 

Absolut* acv^ochnlttr)'' 



Ion 



CORPORATE SOURCE: 



DOCUMENT TYPE: 



HCAPLUS COPYRIGHT 2007 ACS on STN 
1989:433013 HCAPLUS rull-t*xt 
111:33019 

Analysis of «flantloM*rs of a n*w ancldlab*tic agent in 
platna by hl^h-perfonnance liquid chromatography 
Sate, Yuauke; Nlahlkawa, Masahlkof Shinkai, Hlaashi 
Cent. Res. lab., Ajlnonoto Co., Inc.. Kawasaki, 210, 
Japan 

Journal of Liquid Chromatography (SSM), 
12(31, 445-aS 

CDDEN: JLCHD8; ISSK: 0148-3919 
Journal 
English 

AB A new antidiabetic agent, M-|trans«4-isopropylcycloho)iylc«cbonyl I -D- 
phenylalaone CA4166), its L-enantlooer w*r« successfully separated and 
quantified by hlgh-perfontance liquid chromstoq. This direct resolution was 
Bcoeeplished using a chlral stationary phase coltmn packed with S |Sb N>(tert* 
butylB»inecarbonyl)-I,-valylamlnopropYl silica gel and noblle phase consisting 
Of n-hsxane/n-propanol/trlfluocoacetic acid. The method has been used for the 
anal, of plasna sanplas fcon beagle dogs. 

IT iaSflic-e5-5 

RL: ANT <Analyte)f ANST (Analytical study) 
(determination of, in plasma, by HPLC} 
RN 105816-08-5 HCAPLUS 

CM L-Phenylalanine, H-[ (trana-4- (1-methylethyl )cyclohexyl]cacbonyl]- (9CI| 
ICA INOeX NAMSI 

Absolut* stereocheialstry. 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 



r TYPE: 
LANGUAGE: 

TAHILY AOC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT MO. 



1 981: 85057 HCAPLUS Full-text 

Corcecclon oC: 1987:19047 
10«:8SOS7 

Correction of: 106:19047 
Preparation of D-phenylalanin* derivatives and their 
use as hypoglycemic agents 

Toyoshima. Shlgeshi; Seto, Yoshlkei Shinkai, Hlsashl; 
Tol, Koji; Kuinashlro, Ixuml 
AJlnomoto Co., Inc., Japan 
Gur. Pat. Appl., 25 pp. 
COOEN: EPXXOW 



KIND DATE 



EP 196222 a: 

EP 196222 A. 

EP 196222 a 

R: CH, DE, FR, CB, 

Jf> 63054321 A 

JP 04015221 B 

US 4616484 A 

US 34878 E 
PRIORITY APPLH. INFO. : 



19B61001 
19860224 
19920129 

t 

19680308 
19920317 
19690328 
19950314 



APPLICATION NO. 
EP 1906-302217 



JF I9a6-«ia33 



US 1 see- 
US 1993- 
JP 19B5- 
JP 1986- 
US 1986- 
US 1988- 



146719 

157564 

62276 



OATE 

19860326 <— 



19860319 <— 

19BB0121 <— 
19931123 <— 
A 19BS0327 <~ 
Al 19660222 <— 
A3 19660327 <— 
AS 19BB0121 <— 
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US 1969-844970 83 19B90327 <— 

OTHER SOURCEfSI: CASREACT 106:85057; MARPAT 106:65057 

AB D>Ph«nylalanIne derlvs. 0-R2CONR3CK{C02R1 )CH2Ph |I; Rl • H, Cl-S alkyl, C6-12 
aryl or aralkyl, C, CH2C02R3, CHMeOCOB3, CH20COCM*3; R2 - (un) substituted C6- 
12 aryl, 5- or 6-Beabered heterocyclyl, cycloalkyl, cycloalkenyl; R3 - H, Cl-6 
alkyl), their salts, and precursors which can be converted thereto in the 
human or animal body, useful as hypoglycemics, were prepared via conventional 
N-aeylatlng reactions. D-Phenylalanlne in 101 aqueous NaOH was successively 
treated with Me2CO, 4-EtC6H4COCl in Me2C0, and 101 aqueous NaOH to give 831 
acylphenylanlne D-II. At 2S mg/kg in mice, D>II decreased blood glucose 341 
in mln. 

IT l«S74<-S7-aP l9Stlt-0«-4r I05fl«-09-ar 
l«MlC-««-CP 

RL: mr r^th*tl«pse»sntiM>f rm (rsvaxetloa^ 

(preparation of. as hypoglycemic) 
RN 105746-37-0 HCAPLUS 

CN D-Phenylalanlne, N-{ I4-(l*nathylethyl)eyelohexyl]carbonyl]* (9CI) ICA 
INDEX NAME) 

Absolute stereochemistry. 



lo2l 



RN toss 16-04 -4 HCAPLUS 

CN D-PhenylaUnin*, N-ntrsns-4-(l-n*thylethyl)cyclohexyl|carbonyll- (CA 



Absolut* stereoehssastry. 



C021 



RN 105B16-09-5 HCAPLUS 

CN L-Phenylalanlne, N- t f trans-4-(l-fflethylethyl )cyclohexyl]carbonyll- (9CI} 
ICA INDEX NAME) 

Absoluts stereochenistry. 
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RN 10SB16-06-6 HCAPLUS 

CN 0-Phenylalanlne, N* I [eis-4-(l-methylethyUeyclohexyl|carbonyl]- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



rh- f-' 



Lie 

ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (SI ! 

PATENT ASSIGNEE [SI 



34 OF 34 HCAPLUS COPYRIGHT 2007 ACS on STN 
198"?: 19047 HCAPLUS full-text 
106:1904 7 

Preparation of D-phenylalanlne derivatives and their 
us* aa hypoglycemic agents 

Toyoshima, Shlgeshi; Seto, Yoshlkoi Shinkai, Hisasbl; 
Tol, Ko)i; Kumashiro, Izuml 
A)lnomoto Co., Inc., Japan 
Eur. Pat. Appl., 25 pp. 



DOCUMENT TYPE: 
LANGUAGE: 

PATENT INFORMATION: 



£P 196222 A2 
R: CH, OE, FR. CB, 
PRIORITY APPLN. INFO.: 



KIND DATE APPLICATION NO. DATE 

ItMIOOXeP 1986-302217 19S60326 

LI 

JP 1985-62276 19650327 



(t— ^ .CONKCHC 



D-Phenylalanlne derive. D-R2C0NR3CH(CO2Rl)CH2Ph (I; Rl • K, Cl-5 alkyl, C6-12 
aryl or aralkyl. Q, CH2C02R3. CHMeOCOR3. CH20COCMb3; R2 - (unlsubitltuted ce- 
ll aryl, 5- or 6-n»Bmbered heterocyclyl, cycloalkyl, cycloalkenyl; R3 - H, Cl-5 
alkyl], their salts, and precursors which can be converted thereto in the 
human or animal body, useful as hypoglycemlea, w«re prepared via conventional 
N-acylating reactions. D«Phenylalanlne in lOt aqueous NaOH was successively 
trested with He2C0, 4-CtC6H4COCl in He2CO, and lOt aqueous NaOH to give 63* 
acylphenylanlne D-II. At 25 mg/kg in mice, D-II decreased blood glucose 34% 
In 60 min. 

i»374t'37'er aoa«ts-a«-4F a«8si«-os>flv 
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RL: XFN iSyathmtia pvupmcntioat t FIOCF ^rvaraCiea; 
(prap«ratlon of, as hypoglycemic) 
RN )0S746-J1-D HCAPLU5 

CN D-Ph«nylalanlne, N-( (4-( ImethylaChylt cyclohexyl Icacbonyl) - t9CI) <CA 
IHDtX HAKE) 

Absolut* sttraochaniatcy. 
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C021 



RN 105816-04-4 HCAPLUS 

CM 0-Ph«nylalanine, N- ( [trans-4-(l -tMthyl*thyl)cyclOh«xyl)c«cbonyl ] - {CA 

INDEX NAME) 

Absolutv stcisochemistry. 



C02I 



Mi 105616-05-5 HCAPLUS 

CN L-Ph«fiyl4lanlno, N- 1 [cr*ns-4- ( l-ra«thyl«thyl)cycloh«xyllc»rbonyl] « {9CI) 
(CA INDEX NAME) 

Absoluts stvrcochmlstry. 



RN lOSB 16-06-6 HCAPLUS 

CN D-Ph«nylaUnln«, «-[ Ici»-4-ll-iMthyl«thyl)cyclolwxyllc«cbonyll- (9CI1 (CA 
INDEX NAME) 

Absolut* stereochemistry. 
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PRIORITY APPLN. INFO. : OS 2O0S-644645P P 20050118 

US 2005-6904B4P P 20OS0614 
AB This invention rvIaCes to tablets sspeeislly tablets fonmd by direct 

cempsvsslen e( a dlpeptidylpeptidase IV (DPP-IV) inhibitor compound, a process 
for the preparation thereof, to new pharmaceutical fonaulations, and new 
C«bl«tin9 powders conprlsing DPP-IV inhibitor fomulatlons capable of being 
directly cooipressed into tablets. The invention relates further to a process 
for preparing the tablets by blending the active ingredient and specific 
exclplents Into the new formulations and then directly compressing the 
formulations into the direct compression tablets. The invention also relates 
to vildagllptln particle size distribution and a new crystal forp of 
vildagliptln particularly adapted foe the preparation of In^roved tablets and 
other phanoBceutical compns. For example, tablets were produced containing 
LAF237 100 mg , aiicrecryst. celluloa* 191.36 mg, lactose anhydrous 9S.64 isg, 
sodlun starch glycolate 8 mg and magncsim stearate S mg. 
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Crystal polymorphism of natefflloide 
Cotton, Paul Allen 

Novartls A.-C., Swltz.) Novartls Phansa G.si.b.H. 
0 pp. 
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W 2003067036 
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HO 2O03-EP3e64 



, BR, BY, BZ, CA, CH, CH. 
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LV, KA, ho, HK, m, MX, NI. NO, HI, OH, m, PL, PT, RO, RU, SC. 

St. so, 5K, TJ, TH, TN, TA, TT, UA, U5, UZ, VC, VM, YU, <A. CH 

RM: AH, AZ, BY, KG, KZ, HO, RU. TJ, TH. AT, BE, BG, CH. CY, CZ, OE, 

, EE. E5, FI. FR. GB, CR, HU, IE, IT, LU, HC. NL. PT. RO, SB, 



SI, SK, TR 

CA 2482669 Al 20031023 

AU 2003242S20 Al 20031021 

EP 14972SS Al 200S0119 

R: AT, BG, CH. OE, OK, CS, FR, 



CA 2003-2482669 20030414 

AU 2003*242520 20030414 

EP 2003-746296 20030414 

, GR. IT, LI. LU, NL, SC. HC, PT. 



BR 2003009210 
CN 1646481 
JP 200S522S03 
US 2O0S256336 
PRIORITY APPLW. IKFO 



IE. SI, LT, LV, FI, RO, MK, CY, AL, TR, BG, CZ, I 



Z, KU, SK 

20030414 
20030414 
20030414 
20041102 
P 200204 15 
M 20020414 



200S02O9 BR 2003-9210 

20050727 CN 2003-808436 

20050728 JP 2003-583994 
20051117 OS 2004-510927 

US 2002-37262SP 
HO 2003-EP3664 

AB N«w crystal torms of K- 1 trans-4-isopropylcyclohaxylcaibonyl ) -0- phanylalanln* 
(I.e.. patA^linlda) ace produced by diasolvln9 n*tmgliaid» In any of Its 
(ocma. Including solvates. In an organic solvent to form a solution followed 
by piraclpitadon of oaCa^llnlda from cha solution, and Isolating and drying 
the precipitated crystal fonn of Mtagllald*. The precipitation of 
amtmgllnidm may be induced either by cooling the solution, or by addition of 
another solvent which is misclble with the first solvent but in which 
oMtrnflinida is only poorly soluble, or by combination of the two. Depending 
on the solvent a specific crystal fom of aat»fliaid» may be obtained, e.g., 
the R'-type crystal fonn of naeeplinlde produced by the described method has a 
different tn.p.. infra red spectra and X-ray diffraction patterns from the 
previously known crystal forms of Batafllnide. 

REFERENCE COUNT: 3 THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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2003:737716 HCAPLUS Full-text 
139:230996 

Preparation and propart 
salts 

Satt«a, P««a AliaM; Virll^acbU, 

Ucfaard Vtatox; r*ck»r, D»wid Mai 

Dm Lm eras, Karlljm 

Nova rt Is Ag, Switz.j Novartia Phaou 

PCT Int. Appl., 46 pp. 

COOEN; PIXX02 

Patent 

English 



KINO DATE 



APPLICATION NO. 



DATE 



HO 2003076393 



Al 20030918 HO 2003-EP2447 20030310 

AL. AM, AT. AU. AZ. BA. BB, BG, BR. BY. BZ, CA, CH, CN. 

CO, CR, CU. CZ, DE, DK, DM, DZ, EC, EE, ES, FI , GB, GD, GE. GH, 

KR, HU, ID. IL, IN, IS. JP, KC, KG, KP, KR, K2, LC, LK, LT, LU. 

LV, HA, HD, MX, (W, MX, NI, NO, NZ, OH, PH, PL, PT. RO, RU, SC. 

SC. SC, SK, TJ, TM, TN, TR, TT, UA, US, UZ. VC, VN, YU, ZA, ZM 

I AH, AZ, BY. KG, KZ, MO, RU, TJ, TH, AT. BE, BG, CH, CY, CZ, DE, 

OK, EE,^ ES, FI, FR, GB. GR, HU. IE, IT. LU, HC, NL, PT, RO, SG, 
SI, SK, TR 
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CA 2476599 
AU 2003214112 
EP 1433232 
R: AT. I 



20030916 
20030922 
20041208 
CH, DE. OK, £5. 



IE, SI. LT, LV, FI 
BR 200300S31C A 
JP 2005 5 1 9949 T 
CN 1642904 A 
US 2005234129 Al 
PRIORITY APPLN. INFO.: 



CA 2003-2478599 20030310 

AU 2003-214112 20030310 

EP 2003-7097 69 20030310 

GB, GR, IT. LI, LU, NL. SE. HC. PT, 



RO. HK. CY. AL, TR, BG, CZ, EE, I 



20041228 
20050707 
20050720 
200SI020 



, SK 



20030310 
20030310 
20030310 
20040929 
20020311 
20030310 



BR 2003-8316 
JP 2003-574615 
CN 20O3-8O5BO3 
OS 2004-507255 
US 2002-363178? 
WO 2003-EP2447 

ntion relates to salts of aaCefllnlde having specified properties 
(m.ps., solubilities. X-ray diffraction patterns) foe use in pharmaceutical 
eORipns. for preventing or treating diabetes, cardiovascular diseases, etc. 
MMtm^linidm Na, K. Ca, Mg, N -methyl -D-glueamlne, TRIS, lysine, and aianoniun 
salts were prepared and their properties tabulated. 
REFERENCE COUNT: 3 THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS 
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HCAPLUS COPYRIGHT 2007 ACS 

2005:624188 HCAPLUS r ul l -l 
143:497961 



STN 



of thermal desorptlon GC/MS to study weight 
loss in thermogravinmtric analysis of di-acid salts 
Pan, Changkang; Liu, Frances; SuCtoa, ranl; 
Vlvileochia. JUcbaxd 

Pharmaceutical and Analytical Oevelopnent, Novartls 
Pharraaceuticala Corporation. East Hanover, NJ, 07936, 

USA 

Thenaochlmlca Acta (20051. 435(11, 11-17 
COOEN: THACAS; ISSM: 0040-6031 
Elsevier B.V. 



English 

AB Thermal desorptlon gas chromatograph mass spectrometry ITD GC/HS) was used to 
study weight loss in TGA. The technique of thermal desorptlon uses the same 
tempera Cute heating rate as the TGA to thennally desorb volatiles from solid 
sample matrixes, Volatiles were cryo-trapped at -60". After thermal 
desorptlon la complete, the trapped volatiles are separated by a GC capillary 
column and identified by mass spectromQlry. The TD GC/MS was applied in 
pharmaceutical development to understand the chemical reactions attributed to 
the weight loss in the thermal decccposi tlon of two dicarboxylic acid salts of 
a drug substance. These two salts exhibited different thermal stabilities. 
The thennally induced chemical reactions obtained from these two salts 
included dehydration and decarboxylation. Thermal degradation compds. were 
identified and reaction pathways for decomposition are proposed. The stability 
of the salts Is dependent on the identity of the dicsrboxyltc acids froo which 
they were generated. The intonaation obtained from TD GC/HS helps better 
underatend the weight loss process in TGA. 
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Analytical Development. Cast Hanover, NJ 07936, USA., 
wei . hua ng (phaeaa . nova rtia . com 

International Journal of pha nuceut lea. (2006 Har 27| Vol. 
311, No. 1-2, pp. 33-9. Electronic Publication: 

2006-01-19. 

Journal codes 7804127. ISSNi 037B-5173. 
Netherlands 

Journal; Article? (JOURNAL ARTICLEl 
English 

Priority Journals 
200610 

Entered STN: 7 Mar 2006 
Last Updated on STNs 17 Oct 2006 
Entered Medline i 16 Oct 2006 
During analytical method development and validation, a strong charge 
interaction between netforaln and croseacMlloae sodium was observed when the 
aqueous solution containing Batformln was aplked with eroacariBelloae eodlum. 
The charge interaction resulted In the retention of Matfonnln In 
croscamelloae sodium and caused a serloua drug recovery pcoblen. The percent 
recovery of metformin In the solution was much lower than its theoretical 
values, especially in the low nettomln concentration range. To overcona the 
metformin-croscamelloae Interaction, arglnlne was selected as a eonpetltoc 
for the binding altaa on croacaEBwlioae sodtua. Because of the conpetltlon and 
stronger Interaction between arglnlne and erescac»ellose sedl«n than Mtfemin 
and croscataellose aodlun, a coBplete recovery of oetfomla In presence of 
arglnlne in both low and high concentration ranges was achieved. The effect 
of arglnlne on the recovery of netfozMln and the cosipotltlon Mchanlsn ars 
discussed In this paper. 
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